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In conducting the research described in this report, the
investigators adhered to the "Guide for Laboratory Animal
Facilities and Care” as promulyated by the Committee on

the Guide for Laboratory Animal Resources, National Academy
of Sciences-National Research Council, and the Guidiny
Principles in the Care and Use of Animals (Appendix T)
approved by the Council of the American Physiological
Society. The investiygators follow the recommendations

from the Declaration of Helsinki (Appendix II)} in the
performance of investigations involving human subjects.
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FORWARD

The Department of Clinical Investigation was initiated in 1966 at
Madigan Army Medical Center then known as Madigan General Hospital
under the auspices of the Research and Development Command. At
its inception, it was then known as R&D which has continued to

be the name used by many of the people who use our services and
facilities, Additional name changes were Medical Research Ser-
vice, Clinical Investigative Service and finally with arrival at
fruition the name of Department of Clinical Investigation. The
Department of Clinical Investigation has had an increase from
1966 of five approved protocols to its current work load of 245
protocols. There has been an associated increase in the amount
of administrative responsibilities, review activities and assoc-
iated committee meetings to approve, review, and renew research
endeavors. This brings to mind a story, "How It happened," by
Isaac Asimov.l

"In the beginning," he said, "exactly fifteen point
two billion years ago, there was a big bang and
the Universe--." "But are you going to tell the
story of the Creation over a period of fifteen
billion years?" "I have to," said my brother....
By now I had put down my stylus. "Do you know
the price of papyrus?" (.... the insniration
didn't include such sordid matters as the price
‘ of papyrus). I said, "Suppose you describe one
million years of events to each roll of papyrus.
That means you'll have to fill fifteen thousand
rolls. You'll have to talk long enough to fill
them and you know that you begin to stammer after
a while. 1I'll have to write enough to fill them
and my fingers will fall off., And even if we can
atford all that papyrus and you have the voice
and T have the strength, who's going to copy it?
We've got to have a yguarantee of a hundred copies
before we can publish,... My brother thought
a while. He said, "You think I ought to cut it
down?".... He said horrified, "You can't squeeze
Creation into six days." I said, "This is all
the papyrus I have. What do you think?...."

At times it is regrettable that there is no limitation to the
amount of paper present to be used to pour out all the expected
and required reporting that is necessary to support research
endeavors,

One would wonder how an Institutional Review Board would have
reviewed a protocol presented by Dr. Louis Pasteur who wished to
inoculate a eight-year old boy who had just been bitten by a
rabid dog with material that he had recently developed in his




i R

[ 3

1aDoratory.2 Consider what would happen with a proposal of Dr.
Walter Reed proposing that the members of his investigative group
would attempt to infect themselves with yellow fever by using
mosquitoes that had engorged on blood of individuals with yellow
fever.3 what would have happened after one member of that group
had died with yellow fever in view of today's political winds
that blow for ever increasing controls and monitoring of research
endeavors? Consider the case of Dr. Edward Jenner who inoculated
James Philips, a healthy boy of eight-years of age, with the cow-
pox virus and a short time later inoculated the boy with matter
taken from the pustule of a smallpox patient.4 One could only
marvel at the complexity of an informed consent in that situa-
tion. It becomes extremely important that the Department of
Clinical Investigation make an effort not to stymie innovative
research thought with all of the review process that is being
imposed upon the research community. It is easy to curtail
original thought and require that it fit a form or role model

of research that has been confortable for others, This attitude
must be guarded against, at all times, by those individuals who
have the responsibility to sponsor research. Research is similar
to the performance of the artist who requires and needs a patron
as the researcher needs a sponsor. The Department of Clinical
Investigation has been nominated to be the sponsor for research
endeavors within the hospital environment, This has been an

ever increasing responsibility.

.
g

"The centipede was happy Qquite

until the toad in fun

said, "Pray, which ley jyoes after which?"
That worked her mind to such a pitch

She lay distracted in a _ditch

Considering how to run.

The Department of Clinical Investigation must be on guard not
to ask inappropriate questions that will confuse investigators
who present themselves to the Department with an innovative
thought process. It would be inappropriate to ask too many
gquestions that will confuse the issuc and make it impossible
to do the research. There must be space and opportunity for
those individuals who have research thoughts to test them in
a situation that is conducive to the analysis of the data.
There must be a guard ayainst the continuous mathematical,
statistical testing with loss of sight as to whether it works
or not,

"Making yuesses at what might lie ahead, when the
new facts have arrived, is the workaday business
of science, but it is never the precise, sure-
footed enterprise that it sometimes claims credit
for being. Accurate prediction is the accepted
measure of successtful research."




The Institutional Review Board and the Department of Clinical !
Investigation have the responsibility of supporting innovative
research, not just to require a specific format that is comfort-
able to the reviewers.

The U.S. Army Medical Corps has a long tradition of clinical and
basic researchers which should not be lost., Young investigators
must be sought after, encourayed and permitted the opportunity in
time and support to develop their thought processes in the lab-
oratory and with their patients. It is the responsibility for
each Clinical Department to encourayge Research Endeavors. It is
not Jjust the responsibility for the Department of Clinical Inves-
tigation to support research, but research must continue to be
one of the missions of each hospital in conjunction with patient
care, education and logistical support.

Since this is to be my last annual report, I will introduce a few
personal comments (like I haven't beftore). I have been associated
with Clinical Investigation almost since its inception. Madigan
General Hospital was either the first or second medical center to
have an approved research division known now as the Department ’
of Clinical Investigation. I began my stint with Clinical Inves-
tigation (Medical Research) in 1968 and have remained in that
environment with the exception of three years when I was assigned
to Europe. I have seen separation from the R&D Command to the
Office of the Surgeon General and finally to Health Services
Command. The number of publications, presentations and presented
protocols which were carried to completion has increased over the
years reflecting a dedicated, sincere group of investigators and {
staff. There has been a correspondent 1increase in the total bud- ;
getary needs for the research environment; however, the actual

cost per protocol has not changed significantly since the begin-

ning. The equipment for Clinical Investigation has gone from

the beginnings of a floor model centrifuge, a junior spectrometer

and a microscope to a well equipped laboratory with HPLCs, ultra-

centrifuges, spectrometers and other sophisticated equipment,

There has continued to be an interest and support for research

within the Medical Center which has been rewarding. There is an

increasing need to encourage younger physicians to enter into the

clinical investigative community in order to learn the administra-

tive, loyistical and technical skills of the research world. It

will become more difficult in the future to have someone enter

into the position of being responsible for a Department of Clin-~

ical Investigation without prior training and experience. It is

no longer plausible to have an individual who has an interest in

research to attempt to oversee a Department of Clinical Investi-

gation without some training exposure prior to that responsibility.

The Departments of Clinical Investigation need dedicated researchers

with managerial skills if they are to continue to flourish. These

skills are learned and earned by work and time, As the Service

grew to fruition of being a Department, the increase in the admin- h

istrative load has become oppressive with an exponential 1increase




in the number of Public Laws, Federal Registers, DOD and SGO
directives, Army and HSC regulations not to mention the imposed
site visits of the ¥DA, AALAC, 1G, manpower, AAA, and desk
audits, It only we had only six days worth of papyrus! Would
the quality of research change? Unlikely. Most of the reqguire-
ments placed on the research community are regulatory and not
supportive.

I would like to end this with a portion of the last address given
by Dr. Pasteur in 1892 at his 70th birthday when he was given a
medal at a great meeting at the Sorbonne in Paris. Dr. Pasteur
limped up the aisle leaning on the arm of the President of the
French Repuplic and Pasteur's voice was so weak that his son had
to give his presentation,.

"... Do not let yourselves be tainted by
deprecating and barren skepticism, do not
let yourselves be discourayed by the sadness
of certain hours which pass over nations.
Live 1n the serene peace of laboratories

and libraries. Say to yourselves first:
what have 1 done for my instruction? and,

as you gradually advance, What have I done
for my country? until the time comes when
you may have the i1mmense happiness of
thinking that you have contributed in some
way to the progress and good of humanity:..."?

\%M ), \Tow:a.,

BRUCE L. FARISS, M.D.
COL, MC
Chief, Department of Clinical Investigation
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UNIT SUMMARY FY 83

1. Objective

To provide the facilities and environment to stimulate an
interest in clinical and basic investigations within Madigan
Army Medical Center.

2. Technical Approach
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C, Surg & Animal Care Svc
LIEBENBERG, Stanley, D.V.M.,, MAJ, VC 04 ¢ 9B

| C, Microbiology Svc

f‘ HIGBEE, James W., Ph.D., MAJ, MSC 04 68A9R
C, Biochemistry Svc i
LITTLE, James S., Ph.D., MAJ, MsC 04 68C9C :
C, Physiology Svc
FRIEDL, Karl E., Ph.D, CPT, MSC 03 63J9B 1
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JONES, Richard E. £7 92B4R
OR Tech
SATTERFIELD, Thomas E6 91D2R
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¥ Vet Animal Spec

; MORMILE, Andrea K. ES 91T2R
Vet Animal S$pec
SCUTELLA, John E3 91TIR
Vet Animal Spec
VACANT E3 91TIR
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Consumavle Supplies 93,4909 00 ‘

Contractual services bh 36 .00

Printing SRR

TDY 95310 .00

TOTAL S38e,995.0D |

3. Projress

During FY <3 tnere were 245 active protocols that rocelved
administrative and/or technical support during the year,
Ot these, 171 ave presently ongolg; 42 were completed;
and 32 were terminated,

There were 52 publications, 10 papers are in press, and 23 papers
have been submitted to journals tor possible pablication.  lhere
were 30 presentations at reglonal, national or international

meetings resulting trom these protocols,

Two theses from rescarch protocols were presentea and acceptoed

as partial tulfillment of the requirements tor atvanced
degrees,
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THE BYRON L. STHEGER RESEARCH AWARD

Submissions are judged on their scilentitic merit, relevance,
objectivity of evaluation, interpretation of results, and the
potential importance ot the subject of the research.

Recipient of this award for 14983:

Richard Intracranial Hemorrhage 1n Premature Infants:

Meidell Correlation of Perinatal Factors with Timing
and Evolution of the Hemorrhage. A Prospec-

tive Study.

Other nominees were:

Edward E. Significant Fetal Bradycardia During

Dashow Antipartum Heartrate Testing

Michael E. The Effect of Daily L-Thyroxine Administra-
Fincher tion on Serum Copper, Serum Iron, and Body

Weight in the Female Sprague-Dawley Rat

Gaspar Fxercise Prescription and Dietary Restriction
Giorgi tor the Reduction of Weight and Cardio-
vascular Risk Factors

Frederick Correlation of Sex Hormone Binding
Harlass Globulin and LH Pulse Frequency in Return
Of Ovulation in the Obese Anovulatory Patient

James L. Fvaluation of Radiation Therapy in the
wallingford Manayement ot Endoscopically Visible
Carcinomas of the Lung
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PUBLICATIONS - FY 83 (Dept Clin Invest ~ Cont)

Accepted for Publication:

Liebenberg, S$.P. and Taylor, W.E.: Use of Carbon Dioxide Laser
in Pharyngeal Surgery in the Dog. Accepted by VM/SAC, June 1983,

Little, J.8. The Effect of Streptocoraus nmeumoniaes Infection on
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Submitted for Publication:
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Accepted for Publication:
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Georygitis, W.J., Treece, G.L., and Hofeldt, F.D.: Gonadotropin-
Releasing Hormone Provokes Prolactin Release in Hypergonadotropic
Hypogonadal Women - A Respone not Altered by Dexamethasone.

Clin Endocrinol 19(3):319-24, 1983,
Gibbons, R.B.,: Mushroom Poisoning. Comp Therapy 8:33-39, 1982,

Hough, D.R.: Anemia Associated with Primary Hyperparathyroidism.
Mil Med 148:686-88, 1983.

Hough, D.R., Chan, A., and Davidson, H.: Von Recklinghausen's
Disease Associated with Gastrointestinal Carcinoid Tumors,
Cancer 51:2206-08, 1983.

Jones, R.E.: Nutrient and Hormonal Adaptations to Starvation,
Present Concepts in Internal Medicine, Nutritional Support
Symposium 14(1): 23-41, Summer 83.

O'Meara, T.F. and Jackson, M.: A Unique Variant of Dubin-Johnson
Syndrome. Gastroeneterology 84(5): 1388, 1983.
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PUBLICATIONS - FY 83 {Dept Medicine - Cont)

Sullivan, M.J., Hough, D.R., and Agodoa, §..C.Y.: Peripheral Arterial
Thrombosis Associated with the Nephrotic Syndrome: A Review of the
Clinical Spectrum. south J Med 76:1011-1016, 1983

Terebelo, H.R., Taylor, H.G., Rrown, A., Martin, N., Stutz, F.H.,

Blom, J., and Geier, L.: Late Relapse of Testicular Cancer,.
J Clin Oncol 1(9):566-571, 1Y83.

Accepted for publication:

Harris, J.M.: Coronary Angiography and Its Complicatins. The
Search for Risk Factors. Accepted by Arch Int Med, Aug 83.

Hofeldt, F.D., Kidd, G.S., Bornemuann, M,, Mcbhermott, M.T.,
Treece, G.L., Clark, J., Sims, .J., ani Ghaed, N.: Practical
Application of Fine Needle Thyroid Aspiration Blopsy in
Clinical Medicine. Accepted by Mil Med.

Treece, G.L., Georgitis, W.J., and Hoteldt, F.D.: Resolution of

Recurrent Thyroid Cysts with Tetracycline Instillatlion. Accepted
by Arch Int Med, May 83.

DEPARTMENT OF NURSING

Accepted for Publication:

Reeder, J.M.: Using the AORN Ba ic Competencies: A Qualitative
Study of Intraoperative Nursing Activities. Accepted by
AORN Journal, Jun 83.

Reeder, J.M. and Clutter, L.M.: Statt Development - An Lvolving
Role in Army OR Nursing. Accepted by Today's OR Nurse, Aug 83,

DEPARTMENT OF OB/GYN

Accepted tor publication:

Harlass, F.l., Plymate, S.R., Fariss, B.L., and Belts, R.P.:
Correlation of Sex Hormone Binding Globulin and LH Pulse Frequency
in Return ot Ovulation in the Obese Anovulatory Patient., To be
published by the International Medical News Group as a news report.

submitted tor Publication:

Harlass, ¥.Kk., Plymate, S.R., Belts, R.,P.: Weiyght Loss Corrects
Gonadotropin and Sex Steroid Abnormalities of Polycystic Ovarian
Disease., Submitted to J Clin Endocrinol, Jan 83,

Maslow, A.5S. and Plymate, S.R.: Inhibition of Migration Inhibition
Factor by HCG and Progesterone., Submitted to Obstet Gynecol, Jun 83,
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PUBLICATIONS: FY 83

DEPARTMENT OF PATHOLOGY

Publications:

Oberhofer, T.R.: Use of the API 20E, Oxi/Ferm and Minitek Systems
to Identify Nontermentative and Oxidase-Positive Fermentative
Bacteria: Seven Years of Experience. Diagn Micro Biol Infect Dis
1:241-256, 1983.

Podgore, J.K., Holmes, K.K., and Alexander, E.R.: Asymptomatic
Urethral Intections Due to 7» 1myd’7 trnrshamat s in Male United
States Military Personnel. J Infec Dis 146:828, 1982

Robinson, M.J. and Oberhofer, T.R.: Identitication of Pathogenic
Veiescria Species Using the RapIb NH System. J Clin Microbiol
17:400-404, 1983,

Submitted tor Publication:

Koopmeiners, S.H. and Turnbull, J.D.: Incidence of "Flipped”
Pattern (LDj > LD2) Seen on Lactate Dehydrogenase Fractionation

of Specimens with Normal Total Lactate Dehydroyenase from Patients
Admitted to a Coronary Care Unit,., Submitted to JAMA, Jun 83,

DEPARTMENT OF PEDIATRICS

Publications:

Alden, E.R., Holt, C., Todd, W.A., and Barko, W.: Pediatric Retreat
Mode for Planning. Mil Med 148: 509-511, 1983.

Marinelli, P.V.: The Asymmetric Tonic Neck Reflex: Its Presence and
Significance in the Newborn., Clin Ped 22(8): 544-46, 1983.

Marinelli, P.V.,, Diana, D.J., and Todd, W.A.: Survival of a Child
Followinyg Hemophilus Influenzae Type b Endocarditis.
Ped Inf Dis 2(1): 46-47, 1983.

Meidell, R., Marinelli, P.V., Randall, V., and Pettett, G.:
Intracranial Parenchymal Hemorrhaye in a Full-Term Infant - An
Unusual Clinical Presentation with Ulltrasonographic Dilaygnosis,
Clin Ped 22(11):780-83, 1983.

Pagon, R.A. and Stephan, M.J.: Septo-Optic Dysplasia Accompanied
by Digital Anomalies., C(Clin Res 31(1):111, 1983,

Stephan, M., Ponzi, J., Smith, D., and Alden, E.R.: Scalp Vertex
Aplasia Cutis and Its Origin. J Pediatrics 101:850-53, 1982,

Sweeney, J.K.: Neonatal Hydrotherapy: An Adjunct to Develormental
Intervention in an Intensive Care Nursery Settinyg; 1in Aquatics:
A Revised Approach to Pediatric Management, The Haworth Press,

1983, pp 39-52.




PUBLTCATIONS : FY B3 (Dept Pediatrics - Cont

Sweeney, J.K.,: Neonatal Hydrotherapy: An Adjunct to Developmental
Intervention in an Intensive Care Nursery Setting. Physical
Therapy 63(5): 755-756, 1483

Welsman, L.k., Fischer, G.W., Plerce, J.R., Hemming, V.G.,

Marinelli, pP., Hunter, K.w., and Golden, S .M,: Intravenous

Immunogjlobulin Therapy 1n the Neonate: A Study of Pharmaco-
kinetics and Satety. Pediataric res 17(4): 341, 1943

Yeatman, G.W. and Moore, D.C.: Chromosomal Abnormalities in
Adolescence: Detection and [ntervention, In Chronic Disorders in
Adolescence, M, smith (Ed), John Wright - PSG, Inc., HBoston, 1983
Chapter 7, p 107.

Submitted tor Publication:

Getts, A.: simultaneous Death ot Twin: Due to SIDS: A Case Report
and Literature Review. Submitted to (Clinical Pediatrics, Auy 83,

Letson, G.W.: Galactorrhea Secondary to Chest Wall Surgery in an
Adolescent Female. Submitted, Apr 83,

Meidell, R., Marinelli, P., and Pettett, G.: Intracranial Hemorrhage
1n Premature Infants: Correlation ot pPerinatal Factors with Timing
and Evaolution of the Hermorrhage. A Prospective Study. Submitted
Fed 33,

Yeatman, G.wW.: Mental Retardation-Clasped Thumb Syndrome,
submitted to Amer J Med Genetics, sep 83.

PHYSICAL MEDICINF AND REHABILITATTON SERVICE

Publication:

sSaeed, M.,A, and Gatens, P.V.: Anterior Interosseous Nerve Syndrom:
Unusual Etiologles Arch Phy Med Rehab e64: (82, 1943,

DEPARTMENT OF RADIOLOGY

submitted for Publication:

Dean, K.L., Fill, w., and Knoll, +.: Typhlitis in Acute Leukemia:
CT Diagnosis. submitted Feb 83.
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PUBLICATIONSs: FY 83

DEPARTMENT OF SURGERY

Publications:

Arnold, J.E. and Bender, D.R.: BSER Abnormalitiles in a Multiple-
Sclerosis Patient with Normal Peripheral Hearing Acuilty,
Amer J Otology 4(3): 235-37, 1983,

Belville, Ww.D., Insalaco, sS.J., bDresner, M,L.,, and Buck, A.S.:
Henigyn Testis Tumors. J Urology 128:1198-1200, 1982,

Briages, C.H., Belville, W.D., RBuck, A.sS., and Dresner, M,L.:
Urethral Calculi. J Uroloyy 128:1036-37, 1982.

Bridges, C.H., Belville, W.D., Insalaco, s.J., and Buck, A.S.:
Stage A Prostatic Carcinoma and Repeat Trans-lUrethral Resection
- A Reappraisal 5 Years Later, J Urology 129(2): 307-308, 1983,

Fay, M.L. and Holzman, R.S.: Ilsotlurane for Resection of Pheochro-
mocytomas. Anesthesia and Analgesta 62(10): 955, 1933,

Fleischmann, J,, Catalona, wW.l., Fair, w.kR,, Heston, W.D,W., Menon,
M., Belvitle, w.s,., and Pontes, J.k.: lTack ot Value of Radioimmuno-
assay tor pProstatic Acid Phosphatase as a Screening Test for
Prostatic Cancer i1n Patients with Obstructive Prostatic Hyperplasia.
J Urology 129¢2): 312-14, 1933,

Reid, H.S.,, Camp, R.A,, Jacob, W.H.: Tourniquet Hemostasis: A
Clinical study. Clin Ortho Rel Res 177:230-34, 1983,

schoenfel i, R.H,., Belville, W.D., Jacob, w.H., Buck. A.s.,, Dresner,
M.LL., [nsaliico, $.1., and Ward, G.5.: The EFtfect ot Dimethyl
Sulfoxige on the Hptake ot Cisplatin From the lUrinary Bladder ot
the Dog. J Amer usteo Assoc 82:570-573, 1983,

Taylor, W.k., Myer, .M., Hays, L.L., and Cotton, R.T.: Acute
Suppurative Thyroiditis in Children. Laryngoscope 92:12649-73, 1982,

Submitted tor Publication:

Loovis, C.F.: Relationship Between Specilal Test outcomes ana
Hair Cell Innvervation Patterns: A Pervasive Hypothesis,
Submitted to Amer J Otoloygy, May 83.

Reddick, k.J., Andersen, C.A., and sShetler, P.: Who Needs A
Pre-Operative Hemodynamic Tune-Up? An bkvaluation of Non-Invasive
Predictive Factors. submitted to (Critical Care Med, Jan 83,

18




PRESENTATIONS - FY 19383

DEPARTMENT OF CLINICAL _INVESTIGATTON

Fariss, B.L., Hine, S., Rodd, G., Jacob, wW.d., and ~s1ymate, S.R.:
Pancreatectomized sheep Do Not Develop Overt Dilabetes Mellitus,
Presented to society ot Uniformed Endocrinologists Annual Meeting,

san Antonio, Texas, 7-3 June 1983,

LLiebenbery, S.R., Taylor, W.k.: Hse ot the Carvbon DioXide Laser
in Pharyngeal Surgery in the Dog, Presented to 33rd Annual
Session of tne American Association tor Laboratory Animal Science,
Washington, D.C., 3-8 October 149482, Abstract #92, Vol 32(4):

435, 1982,

THID: 120th Anaual Meeting ot the Americaen Veterirary Medical
Association, July 18-21, 1983,

IBID: The International Symposium on Laboratory Animal Science,
Vancouver, British columbia, 31 July - 5 August 1983,

Little, J.S.: Ftfect of 7fv o nsyanrans v yean'gs Infection on the
Bindingy ot Thyrcxine to Plasma Membranes Isolated from Rat Liver,
Presented to The Society of Armed Forces, Medical Laboratory
scientists, san Antonio, Texas, 19-23 March 1983, VFed Proc 12:
27, 1983.

IBID: The Federation of the American Society for Experimental
Binlogy, Chicayo, 1L, 10-15 April 1933, ¥od Proc 42:324, 1983,

Plymate, S.R., Moore, D.KE., Matej, L..A,, and Fariss, B.L.: sex
Hormone #Hinding Globulin Increases During the Menstrual Cycle,
Presented to Society of Unitormed Endocrinologists Annual Meeting,
san Antonio, Texas, 7-8 June 14Y83.

Plymate, S.R., Mrore, D.E., Mate), L,A., Bremner, w.,J., and Fariss,
B.L.: Sex Hormone Bindiny Globulln Increases During the Menstrual
Cycle. Presented to the 65th Annual Meetinyg, the Endocrine
Snciety, San Antonio, Texas, #-10 June 1983,

Plymate, S.R., Rains, V., Matej, L.A., and Fariss, B.L.: Influence
of Physical and Environmental Stress on the Pitultary Testicular
AX1ls. Presented to Annual Meetingy ot the American Society of
Andrology, pPhiladelphia, Pennsylvania, 22-25 March 1983,

Plymate, S.R., Stutz, F.R., and Fariss, B.L.: Relationship Between
Sex Hormone Binding Globulin and Estrogen Receptors in Breast
Cancer, Second International Congress on Hormones and Cancer,
Monte Carlo, September 1983,




PRESENTATIONS - FY 83 (Contd)

DEPARTMENT OF EMBERGENCY MEDICINE

Chisholm, C.D. and Clark, DLk, I'he Eftect of the eneumatic
Antishock Garment on Intramuscal i Pressure., Presented to Jinawv
Assoc kEmer Med (Con, Tune, 1983,

k—‘-““‘-‘*‘“

DEPARTMENT OF FAMILY PRACTICE

Giorygli, G.: Exercise Prescription and Dietary Restrictions

tor the Reduction of Weight and Cardiovascular Risk Factors,
Presented to 10th Anniversary tamily Practice Alumni Contfterence,
Madigan Army Medical Center, Tacoma, WA, Jan 83,

Turner, R.: Factors Influencing the Decision to Breast or Rottle
Feed and the ttfect of Lactation on rostpartum weight lLoss.
Presented to l1dth Anniversary Family Practice Alumni Conterence,
Madilgan Army Medical Center, Tacoma, WA, Jan 33.

DEPARTMENT OF MEDICINE

Fincher, M.E., Little, J.S., Plymate, S.R. and ¥Fariss, B.L.:
Effect of Hyperthyroidism in the Rat on Body Weight, Serum
Copper, and Serum Iron. Presented to Society of Uniformed
Endocrinelogists Annual Meeting, San Antonio, Texas,

7-8 June (983,

Harris, J.M,: The Complications ot Corovnary Arteriography.
Presented to Robert Wood Johnson Foundation Seminar, scottsdale,
Arizona, November 1982,

Jackson, R.t., Vaughan, G.M., Plymate, S_.R., Fariss, B.L., and
Matej, L.A.: Abnormalities in Testosterone Production in Male

Rurn Patients., Presented to Society ot tUnitormed Endocrinologists
Annual Meeting, san Antonio, Texas, 7-8 June 1983,

Jones, R.E., Jones, S.1..5., ang Hoteldt, F.D,: Lack of Association
Between Obesity and Increased Insulin Requirement. Presented to
Ssoclety ot uUniformed Endocrinologists, June 83, Hk 27

O'Meara, T.F., Bohman, V.D., and Jacob, W.,H.: The Role ot Topical
Anesthesia in Upper Gastrointestinal Endoscopy. Presented to the
William Beaumont Army Medical Center Gastrointestinal Symposium,
£l Paso, TX, March 1983.

Treece, G.L., Avbel, A.F., O'Meara, T.+r., and Fariss, B.L.: The
Effect ot Serum Calcium and Hromocriptine Administration on
Fasting and Stimulated Serum Gastrin Levels in a Patient with
the Familial MEN-[ Syndrome, Presented to Society of Uniformed
Endocrinalogists, 7-8 Jun ¥3, San Antonio, TX
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PRESENTATTONG = FY B3

DEPARTMENY OF OB/GYN
tHarlass, F.E., Plymate, s.R., ifavias, Bolo, and Belts, Rop,:
Correlation of Sex Hormone Binding Globulin and L Pulse

Freguency 1in Return of Ovulation in the Obese Annvulatory Patient.,
rresented to Armed Forces District Americn Collejeo of OB/GYN
Meeting, Portlland, OR, Oct B2,

Harlass, F.E., Plymate, S.,R,, Fariss, #.lL., ant Belts, R.,b.:
Welght Loss Corrects Gonadotropin and Sex Steraold Abnormalities

ot Polycystic Ovarilan Discasc. Presented to Society of linitormed
bndocrinologlists Annual Meeting, San Antonin, Texas, 7-8 June 1983

IRID: £ndocrine Society, San Antonic, Texas, #-10 June 14983,

DEPARTMENT OF PEDIATRICS

Meidell, R., Marinelli, P.V., and Pettett, G.: Timing and
Evolution of ICH in Infants Weljhing Less than 2000 Grams,
Presented to amer Acad pbPediatrics, Military Section, Annual
Meetinyg, New York, NY, 22-28 Oct 1982,

Sweeney, J.K.: Neonatal Hydrotherapy: An Adjunct to Developmental
Intervention in an Intensive Car.. Nairsery Setting., Presented to
American Physical Therapy Associatiaon Combined Section Meeting,

Nashville, TN, Feb 33,

IBRID: American Physical Therapy Assactiation Annual Conterence,

PHYSICAL MEDICINE AND REHABLILITATION SERVICE

Saeed, M.A. and Gatens, P.F.: Anterior Interosscous Syndrome -
tinusual Ftiolugies. Presented, wmerican Academy ot Physical
Medicine and Rehabilitatrion and the American Congres of
Rehabilitation Medicine, Houston, TX, Nov 32.
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PRESENTATIONS: FY 83

DEPARTMENT OF SURGERY

Carter, P.L.,, Bascom, J.¥., Pullen, E., and Freeman, R.B.: Early
Derfinitive Treatment of Pilonidal Abscess vs Delayed Definitive
Treatment . Presented to Gary Wratten Surgical Symposim, Augusta,
GA, April 1383

carter, P.L., Liebenbery, s.P,, and Snyder, B.A.: End to Side
Distal Gastrectomy in Dogs. Presented to American Colleyge of
Surgeons Chicayo, October 1982

Redick, E.J., Andersen, C.A., and Shetler, P.: Who Needs a Pre-
operative Hemodynamic Tune-up? An Evaluation of Non-invasive
Predictive Factors. Presented to 10th Annual Meeting of the
Society ot Military Vascular Surgeons, Bethesda, Maryland,

3-4 December 19382.

Schoenfeld, R.H., Belville, W.D., Jacob, W.H., Buck, A.S.,
Dresner, M.L., Insalaco, S.J., and wWard, G.s.: The Effect of
Dimethyl Sulfoxide on the Uptake of Cisplatin From the Urinary
Bladder of the Dog. Presented to National Meeting of the American
Osteopathic Association, San Francisco, California, October, 1982.
lst Prize in Laboratory Research for Residents.
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DEPARMENT OF CLINICAL TNVESTIGATION

FARISS, n.L. The kftects of Chronic Hyperglycemia on Pregnancies an: 42
#1731/ 00 Fetuses in sheep buring Gestation,  (0O)  (PR)

FARISS, BL.L. Adrenal Hyperplasia in pPacitic salmon,  (0)  (PR) 313
#5001

FARISS, R.L. serun Glucose Levels In Restrained vs Non-Restralned Raoolte, 44
#817/14 ()Y (PR)

FARISS, H.0.. A Comparison of the Eftect of Glucose vs Sodium Butyrate 45
#32/18 the fevels ot Insulin and Glucagon in Normal and Pancrea-

tectomized Sheep., (C)

FARISS, BLL. The bBirects ot Alloxan and streptozotocin in Pancreatectoni ze 46
182/63 sSheep ., (C)

FARTSS, B.L. Fvaluation ot the Pituiltary-Adrenal-Axis in the Nonsuppressible 47

w8 3/1h Dexamethasone bPsychiatric patient,  (0)

FRIEDL, K.H. The Ettect ot 2-+-Hydroxy-4-Preynen—-3-One Treatment on 44
#33/64 Spermatogenesis and Gonadctrophing in Rats., (0)

JACUR, W.H. Fvaluation ot the Cyclic Nature of Human Semen Content, 50
#78/34 (C) (PR)

JACOH, w.it, Correlation ot the Btfects of Semen sperm Count and Prosta- 52
#78/45 glandin Content on Pertility in Human Males, (Cy (P

JACOB, W . H. Eftect or Naloxone on tlypovolemic Hypotension in the Pilg-Tailed 53
#31/58 Monkey . (C)

LITILE, J.5. Elfect of Jtrorntnsssane nvoymardas Intection on the Rinding of 54
$32/24 Insulin to Plasma Membranes Isolated from Rat Liver., (i)

LITILE, J.S. The kHitect ot Ttrentonnsays nropesn’-o Intection on the Bdinding 56
#82/65 of Thyroxine (T4) to Purified Rat Liver Plasma Membrane.,

(0)  (P) (PR)

Plymate, S.R. Mechanism of HCG Iin Spermatogenesis puring Testosterone Bla
#30/70 Suppression, (O) (bR}




Index to Protocols (Cont)

Department of Clinical Investigation (Cont):

PLYMATE, S.R, Testosterone and HCG Effects on Testicular Steroidogenesis, 54

#81/92 (0)  (PR)

PLYMATE, S.R. The Effect of Opiates on the Release ot Gonadotropins in the 61

#81/93 Unngrq Vomeatyiag. (C)  (PR)

PLYMATE, S.R. Differentiation of Lutenizing Hormones fram Different Animal h3 -~
#82/23 Species Utilizing the HPLC. (0) *
PLYMATE, S.R. Effect of HCG and T on Regulation ot Leydig Cell Function. (O) 64 ‘
#82/67 .
PLYMATE, S.R. Evaluation of Metabolic Effects ot Micronized Oral kstradiol 66

#83/11 and Progesterone Combinations. (0O} (PR)

PLYMATE, S.R. Effect of Weight Loss on Changes 1n Sex Hormones in the Hbese (o%a)

$83/57 Anovulatory Polycystic Female (C) (PR)

PLYMATZ, S.R., Relationship of Body rFat to Control of Synthesis by the Liver 70 ’

#83/83 of TeBG, Sex Hormones, and Insulin Resistance (0) :

PLYMATE, s.R. Evaluation of Efficacy of Varicocele Repair (0O) 71

#83/84

PLYMATE, S.R. Role of Depression in Modulation of Hypothalamic-Pituitary- 72

#83/85 Gonadal-Axis (0)

9TH INFANTRY DIVISION

KANE, R.E. Ranger Medic Procedures Training. (O) 74
#83/34

DEPARTMENT OF EMERGENCY MEDICINE

DRONEN, S.C. Brergency Room vrocedure Training.  (O) 76
#82/25
DRONEN, S.C. The Use of Naloxone in the Management of Hemorrhagic Shock. (0) 77
#83/82
FRUMKIN, K. Hemodynamic Responses to Application and Removal of Nitro- 79

#82/17 glycerin Ointment in Normal sSubjects. (0O)




Index to Protocols (Cont)

lDepartment ot Hmeryency Mediclne (Lont):

MANINGAS, P.A. The Utility of Base Deficit as a Parameter in the Evaluation 80
#33/58 ot Hemorrhagic shock LC)

MANINGAS, P.A., Bftect of Fluosol on Massive Theophylline Intoxication in Rats 32

#33/71 {0)
MANINGAS, P.A. The litility ot Transcutaneous P(y; and PCO as Paramcters in 84
#33/738 the kvaluation of Hemorrhage and Impending sShock  {(O)
MANINGAS, P.A., Clinical Application of Transcutaneous Oxygen Monitoring in 86
#83/79 Emergency Department Patients (O)
WOLCOTT, BMW. A System tor ldentifying Depression: Impacts & Cost, (T) 87
#83/07
DEPARIMENT OF FAMILY PRACTICH
DUCEY, J. Diamine Oxidase levels and Asthma in Pregnancy. (O) 89
231/73
GASPAR, M.J. A Camparison of Nystatin and 1% Hydrocortisone Cream to 90
#83/87 Nystatin Alone on the Treatment of Diaper Rashes (O)
GIORGI, G. Fxercise Prescription and Dietary Restriction for the
#82/61 Reduction of Weight and Cardiovascular Risk Factors. (C) (PR) 91
MENGEL, M.B. Metronidazole Therapy for Nonspecific Vaginitis: 3 vs 7 Days. 93 ‘
#82/66 (T)
TURNER, R. Post-Partum weight Loss in Lactating and Non-Lactating 95
#82/44 Females, (C) (PR)
DEPARTMENT (i MEDICINE
BAKER, TM, Cis-Platinum, 5-FU Chemotherapy of Advanced Head and Neck 97
#81/106 Squamous Cell Carcinoma. (O)
BLACK, J.W. Prophylactic Alternate pay Corticosteroid Therapy Following 98
#81/91 Irradiation for Lung Carcinoma. (T)
: CHAN, A.H. Vinblastine - Continuous 5-Day Infusion in Refractory 99
; 482/10 Advanced Solid Tumors and Lymphomas, (0)
COVELLI, H.D. Conjunctival Biopsy in the Diagnosis of sarcoidosis, (O) 101
#79/85
COVELLT, H.D. fvaluatinn of Hijgh Dose vs Low Dose (rticosterold in the 102
#82/64 Treatment of Acute Bronchospasm, ()
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Index to Protocols (Cont)

Department of Medicine (Cont):

Covelli, H.D.
#33/77

DABE, I.B.
#80/19

FINCHER, M.E.
#82/06

FINCHFR, M.t .
#83/27

FITZ, J.D.
#83/38

GNANN, J.W.
#33/51
HARRISON, S.M,
#82/33

HARRISON, M.
#83/06

HARRISON, S M.,
#83/29

HARRISON, S .M,
#83/31
HILL, J.C.

#31/114

JACKSON, R.E.
#32/62

JONES, R.E.
#83/09
JONES, R.E.
#83/31
KNODEL, A.R.
#81/96

KNODEL, A.K.
#82/72

Evaluatinon of Androgen {cevels in Patients with Chronic
(bstructive Pulmonary Disease and Sleep Apnea (0)

5-Azacytadine in Acute Leukemia, (O}
The Ettects ot Thyroia Hormmone on Sex Stercid Binding
Globulin, (T)

The Ettects of Hyperthyroidism on Serum Zinc, Iron, and
Copper Values 1in the Sprague-Dawley Rat. (0O)

Therapy ot the Costochondralgia Syndrome - A Randomized
controlled Therapeutic study. (0)

Prospective tvaluation of Clinical, X-Ray, Histoloygic,
scintigraphic and Microbiolaogic Characteristics of Diabetic
Feet (0)

Metronidazole Pharmacokinetics and Metabolism in Liver
Discase, Ajing, and Drujy-Drug Interactions (T)

ouble-Blinded Prospective pPlacebo Controlled Trial of
Doxycycline in Treatment of Leptosplirosis (C)

Comparison of Ticarcillin/Tobramycin vs Mezlocillin/
Tobramycin in the Empiric Treatment of Acutely Decompensating
Intensive Care Unit Patients. (T)

Cefotaxime in the Treatment ot Rabbit Syphilomas (T)
Intracoronary Thrambolysis with Streptokinase in the Hyper-
acute Phase of Myocardial Intarction (Western Washington

Randomized Trial) (C) (PR)

Btfects of Somatostatin on Plasma Insulin and Glucago in
Sheep (C)

Regulation and Kinetics of Fatty Acid Activation in Liver and
Skeletal Muscle. (0)

Studies on Fatty Acid Activation in Spermatozoa: Kinetics
and Localization (0)

Theophylline Induced Seizure: Increased Susceptibility with
Prior Episode? (T)

Face Mask CPAP for the Prevention of Post-Op Atelectasis. (0)
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Index to Protocols (Cont)

Department of Medicine (Cont):
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Phase 11T (o)

SWOG 7916: Phase 11 kvaluat ion of Gallium Nitrate in
Metastatic Urological Milinancies: Testicular, Bladder,
rrostate, and gKidney (O}

SWOXG 7924 Mult imodal Theray, tor Limited Small Cell
Carcinoma of the fung, Phaze L1 (C)

SWOG 7927728 :
(C)

Chemothersoy tor Multiple Myeloma, Phase [11,

SWOG 7958: Pvaluation of m=AMSA in Metastatic or
Recurrent kEpithelial Carcinomas ot the Female cenital Trace,
Phase I[1 (C)

SWOG 7984 The Treatment of Chronic Stage CML owith Pulse,
Intermittent Busulfan Therapy with or witnout ural Vitamin-a,
Phase 111 (O)

SWOG 7990 Intergroup Testicolar Study  (O)

SWOG 3012 Treatunent tor Advanced Adenocarcinoma and Lar e
Cell Carcinoma of the Luny: FOML vs CAP vs FOMi/CAP,
Phase 111 (C)

SWOG 8015t Evaluation of Two Cambination Chemotherapy
Programs, Adriamycin and Cis-Platinun (AP) versus Adriamycin,
Cis-Platinum, plus VP 16-213 (VAP), in the Treatment of
Extensive Squamous (e}l Carcinoma of tne luny, Phase IIT ()

SWOG 8017: S—FU, Adriamycin, Streptozotocin, ana Tyvolopnos-
phamide (FAC-S) 1n the Treatment of Metastatic Carcinoia
Tumors, Phase 11 (O)

SWOG 8020 Adriamycin + VP-16 vs Adriamycin Alone in Advanced
Adenocarcinoma of the Breast, Phase 11 (C)

SWOG 8025: Combination Chemotherapy for Chronic Lymphocytic
[eukemia, Phase 11 (O)

SWOG 8030: Evaluation of DHAD in Advanced Squamous Cell
Carcinoma ot the Head and Neck, Phase II (0)

SWOG 8031: kFvaluation ot DHAD in Refractory Multiple Myeloma,
Phase TI1 oo

SWOXG B3 s Combined Therapies for Squamous Cell Cancer of the

EFsophagus. cnase 1T (0)
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Index to Protocols (Cont)

STUTZ, F.H.
#81/72

STUTZ, F.H,
#81/83

STUTZ, ¥.H.
#81/86

CONGDON, T .E,
#82/13
CONGDON, .J.E.
#82/53
CONGDON, .T.E,

#82/14

STUTZ, b JH.
#31/87

CONGDON, J .k
#8239

CONGLION, T,
843,705

TNGDOA T e

30 vt

CONGIEN, TR,
#32.

CONGIIOIN, Tk,
LIV

CONGION, 1L .
#8275

CONGHON, T oe,
#43/13

SWOG 8038: vinblastine 1n Advanced Ovarian Cancer, Phase T1
(0)

SWOG 8U4U: Evaluation ot Combination Chemotherapy (FAM-S) vs
A pPhase IT Druy in Pancreatic Adenocarcinoma, Phase II (0)

SWOG R043: Bvaluation ot DHAD 1n Pancreatic Adenocarcinoma,
rhase [ (0O)

SWOG U4 Preatment of Resectesd, Poor Prognosis Malignant
Melanoma: Stage l: Surgical kExcislon vs Surgical Excision
Plus vitanin A (0)

SWOG BOS51: kvaluation of L-Alanosine in Acute Leukemia,
Phase 1T (C)

SWOG 8077 Combined Chemotherapy and Hormonal Therapy for
Recurrent or Disseminated ER+ Breast Cancer, PACT vs ACT,
vhase i1 (1)

SWO 3042 s Hise ot Human Tumor Cloning System to Select
Chemotherapy tor Patients with Ovarian Cancer Refractory to
Prunary Therapy (0)

SWOG 81Ue: Evaluation of AZQ {(Carbamic Acid) in Central
Nervous Spstem Tumors, Phase [T (T)

Swor, 41070 Management ot Disseminated Melanoma, Master
Protocol, bphase TI-111 ()

AW, 31120 Combination Chemotherapy of Unfavorable Histology
Non=ik gt s Tymphotia with CHOP and €V, Phase IT  (C)

Ak 81 1o: Bvaluation ot Bisantrene Hydrochloride in
Retractory Lymphoma, Phase 11 (0)

Swox, 117 Bvaluation of Hisantrene Hydrochloride in
Retractory ovarian Cancer, phase II (0)

SWoG 211K Bvaluation of Bisantrene Hydrochloride in
Retractory Malignant Melanoma, Phase 1T (O)

SWoxs B119: Fvaluation ot Bisantrene Hydrochloride in
Hepatoma, Phase 11 (0)

SWOG 8120 kvaluation ot Bisantrene Hydrochloride in Gastric
Carcinoma, Phase 11 (0)

SWOG 8203/04: Randomized Comparison - . driamycin,
Mitoxantrone, and Bisantrene in Patients with Metastatic
Rreast Cancer Not Previously Exposed to Intercalating
Chomot herapy, Phase 11T (0)
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CONGION, J .E .
#32/70

CONGDON, J .F.
#82/71

CONGDON, J.E.
#83/43

BAKFR, T M.
#83/67

CONGIDON, J.E.
483,44

CONGDON, J .E.
#83/54

CONGDON, J .E.
#83/60

CONGDON, J.E.
#83/55

CONGLON, J.E,
#83/61

DAVIDSON, H.
#83/68

CONGIXON, J .k
#83/45

BAKER, TWM,
#83/72

CONGION, J.E.
#83/46

SWOG 8206: Evaluation ot Aclacinomycin A in Colorectal
Carcinoma, Phase I1 ()

SWOG 8207: AZQ in Advanced Renal Cell Carcinoma, Phase 1T (1)

WO 8211: Evaluation of Cis-Diamminedichloroplatinum in
Disseminated Gastric Adenocarcinoma  (0)

SWOG 8215: Comparison of Combination Chemotherapy with VP-16
and Cis~Platinum vs BCNi), Thiotepa, Vincristine and Cyclophos-
phamide in Patients with Small Cell Carcinoma of the Lung Who
Have Failed or Relapsed Primary Chemotherapy, Phase IIT  (O)

SWOG 8217:  Evaluation of spHhirogermaniun (NSC-192965) 1n
Adenovcarcinoma of the Prostate, Phase [I (0O)

SWOG 8218: BEvaluation of splrogermanium in Renal Cell
Carcinoma, Phase I1I (Q)

SWOG 8219:  Evaluation of Combined or Sequential Chemo-
Endocrine Therapy in the Treatment of Aldvanced Adenocarcinoma
of the Prostate, Phase 111 (0)

SWOG 8228: Correlation Retween Progesterone Receptor and
Response to Tamoxifen in Patients with Newly Diagnosed Meta-
static Breast Disease, Phase 11 (0)

SWOG 8229,/30: Combined Modality Therapy for Multiple Myeloma,
WMCP-VBAP for Remission Induction Therapy: WMCP + Levamisole
vs Sequential Halt-Body Radiotherapy + Vincristine-Prednisone
tor Patients wWho fail to Achieve Remisslon Status with Chemo—
therapy Alone, Phase 1[I (0)

SWOG 8231: Chemotherapy ot Extragonadal Germinal Cell
Neoplasns, Phase 111 (0O)

SWOG 8232: Treatment of Limited small Cell Lung Cancer with
Vi-16/Cis-Platinum Alternating with Vincristine/Adriamycin/
cyclophosphamide and Radiation Therapy versus Concurrent
VP-16/ Vincristine/Adriamycin/Cyclophospamide and Radiation
Therapy, Phase TI11 (0)

SWOG 8237:  Evaluation ob Continuous Intusion vinblastine
Sulfate in Pancreatic Adenocarcinoma, Phase [ (0)

SWOG 8241 : Treatment tor Advanced Non-tmall Cell Lung Cancer:
PVp Versus PVpM Versus PVe Verrsus PVeMl Versus FOML/CAP,
Phase 110 (0O)
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. DAVIDSON, H. SWOG 8272: Treatment of Primary Brain Tumors with Adjuvant 329 "
) #83/69 Chemotherapy and Radiation Therapy Utilizing Intra-Arterial
Cis-Platinum and CCNU, pPhase I-II, Pilot (C) y
CONGDON, J.E. SWOG 8294: Evaluation fo Adjuvant Therapy and Biological 330
#83/56 Parameters in Node Negative Operable Female Breast Cancer )
(ECOG, EST-1180), Interyroup Study (0) ;‘
RAKER, T.M. SWOG 8304: Phase II Evaluation of L-Alanosine in Metastatic 331 ”

#83/73 Carcinoma of the Breast (0) ‘
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J1ThE: the Fttects ot Chronic Hyperglycemia on Pregnancies ana
Fetuses 1n sheep During Gestation

PRINCIPAL INVESTIGATOR: COL Bruce 1.. tariss, MC

PROFESSTIONAL ASSISTANTS: LTC Paul KB, Jennings, VC
LTC George S, Ward, VC

WORK UNTT NO: 74/06

TECHNICAL OBRJECTIVE

The objectives ot this project are to determine the effects of
hyperglycemia upon pregnancies as manifested by treguency of
abortions and hydramnios and possible developmental abnormalities
of the fetuses,.

METHOD

The study will be composed of three groups of pregnant ewes with

as close proximity ot the date ot conception as possible, All
jJroups will be given food and water =~° 77 % +-» Group I: This will
be the control group of six animals with no treatment. Group [1:
seven animals which have underygone subtotal pancreatectomy. The
diabetes mellitus produced surgically will be manayged by the injec-
tion ot intermediate acting insulin such as NPH. HBlood suyars will
be monitored frequently as indicated clinically. Group Il1I: seven
animals which have indwelling catheters tor intusion of hypertonic
suyar solutions with a lambda infusion system. The systems are
portable, weighing less than 3 pounds and can be strappet to the
packs of the animals without ditficulty. Biood sujgars will oo
monitored at trequent intervals with an attempt to keep Dloc:
sugars between 200 and 300 myg/ 100 ml of blood at all times.

The course of the pregnancies will be observed tovr cach group ot
animals. Blood sugars tor each group will be determined at
frequent intervals during the gestation. At delivery the nennate
will be examined patholoyically ror evidence of pulmonary, liver,
pancreatic, kidney, and possible developmental abnormalities,

PROGRESS

(32 10 - 83 09) six sheep had total pancreatectomies, Prior to
pancreatectomy, the sheep were studied with sodium butyrate, 1.V,
aryinine, 1.V. tolbutamide, somatostatin, and jlucaqgon. Somato-
statin blocks the release of insulin when glucose or sodium
butyrate is injected. None ot the administered igents caused a
rise in insulin levels after pancreatectomy,

PRESENTATION: bFariss, B.L., Hane, S., Rodd, G., .JTacob, W.H., and
Plymate, S.R.,: Pancreatectomized sSheep Do Not Develop Overt

blahetes Mellitus, Presented to Society ot tUnitormed Fndocrinologists

Annual Meeting, San Antonio, Texas, 7-83 June 14933,

STATHS: (0)
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TITLE: Adrenal Hyperplasia in Pacific Salmon
PRINCIPAL INVESTIGATOR: COL Bruce L. Fariss, MC
PROFESSTONAL ASSISTANT: COL sStephen Plymate, MC

WORK UNIT NO: 80/01

TECHNICAL OBJECTIVE

To determine it the administration ot a salt-retaining hormone,
desoxycorticosterone, will prevent adrenal gland hyperplasia in
the Pacitlic salmon and to determine it the Pacific salmon can
spawn and survive.

METHOD

It is proposed that a total ot 20 Pacitic salmon be captured
while in salt water. These fish are to be sexually mature and
will pe retained in holding pens. Half of the fish will be
treated with desoxycorticosterone in oil, intramuscularly.
Blood samples will be obtained from the fish for the measure-
ment of plasma hydroxycorticosteroid, desoxycorticosterone,
and aldosterone. Following the administration of the desoxy-
corticosterone, all of the fish (treated and controls) will be
placed in a holding tank until spawning occurs. Followiny
spawning, the tish will be returned to the holding pen in the
salt water for follow-up observations of survival,

PROGRESS

(82 10 - 83 09) ACTH stimulation tests and insulin tolerance
tests have been performed in silver, sockeye, and chum

salmon., The changes in steroid levels appeared to be seasonal
and not related to the degree ot maturation,

PRESENTATION: Fariss, HB.L., Mallouf, J., ward, G.s., lLiebenberyg,
s.P., and Plymate, S.R.: Evaluation of Piltultary-
Adrenal Axis in the Pacirtic Coast Silver salmon

N e S I AN RS VI O Society of Military
Endocrinologists, 15 Jun 82, San Francisco, CA.

STATUS @ (0)
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TITLE: Serum Glucose Levels in Restrailned vs Non—-Restralned
Rabbits

PRINCIPAL [NVESTIGATOR: Col Bruce [, Fariss, MC

PROFESSTONAL ASSISTANTS:  LTC Georje s, Ward, VC
SsGo Tames Hayes, [USA

WORK INIT NO: 81714

TECHNICAL OBJECTIVE

To compare serum glucose levels in rabbits at hourly intervals
under normal bleeding (stressful) conditions with serum glucose
levels in blood obtained by cnge bleeding (non-stressful)
conditions.,

METHOD

Ten New Zealand white rabbits will be anesthetized and a catheter
placed in an external jugular vein., Two days later the rabpbits
will be placed in restraint boxes, the ears irritatea to ailate
blood vessels, and 4 consecutive hourly blood samples taken, A
period of two weeks rest will be gilven during which the rabbits
are handled daily to reduce tear ot handling., The rabbits will
then be anesthetized and a catheter placed in the contralateral
external juygular, Two days later 4 consecutive hourly blood
samples will be drawn while the rabbits remain 1n their cayges
unrestrained. The samples wlil be analyzed for levels ot ylucose,
cortisol, and norepinephrine, The differences between the
restrained and non-restrained values will be compared by the
paried t-test method of statistical analysis,

PROGRESS

(82 10 - 83 09) <Sevum glucose levels show a progressive rise

in restrained rabbits., Fkpinephrine and total catecholamines are
not statistically correlated to the rise in glucose, There is
no change in plasma cortisols. In conclusion, rabbits show a
rise ‘n glucnse when restrained; the exact mechanism 1s unknown.,

STATU.S: (C)

PRESENTATION: ward, G.s., Fariss, B.L., Liebenbery, S.P., and
Hayes, J.: Flevation of Blond sSugar Assoclated
with Stress of Handling 1n the Rabbit, HSC Annual
Clinical Investigation Conference, san Antonio, TX,
sep 81,
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TITLE: A Comparison ot the bBttect of Glucose vs Sodium Butyrate
on the Levels of Insulin and Glucagon 1n Normal and
Pancreatectomized Sheep

PRINCIPAL INVESTIGATOR: COL Hruce l.. Fariss, MC

PROFESSIONAL ASSISTANTS: MAJ Stanley P. Liebenberqy, VC
CPT Duane J, Jeffers, MC

WORK UNIT NO: 82/18

TECHNICAL OBJECTIVE

To delineate additional mechanisms of insulin and glucagon release
in sheep, with specific attention directed at the role of the
pancreas in the secretion of these two hormones.

METHOD

Six adult female sheep will be fasted tor 24 hours and then given
25 gm IV glucose. Blood samples will be drawn every lU minutes
tor 90 minutes and ylucose, insulin, and glucagon levels will be
measured in these samples. Two weeks later, the animals will
again be fasted for 24 hours and then receive 0.2 mmole/kyg body
weight of a solution of sodium butyrate adjusted to pH of 7.4.
Again blood samples will be obtained every 10 minutes for 90
minutes as above. Approximately 3 weeks or as soon as technically
possible after the first administration of sodium butyrate, all
sheep will underygo complete pancreatectomy., Glucose and sodium
butyrate in the same amounts used previousy will be administered
and the same measurements of yglucose, insulin and glucagon will
be pertormed,

PROGRESS

(82 10 - 83 09) Six sheep underwent total pancreatectomy.
Comparison ot insulin and glucagon levels were made in these
sheep when stimulated with glucose and sodium butyrate before

and atter pancreatectomy. There was no response to insulin with
the administration ot sodium butyrate, indicating completeness of
pancreatectomy. Ssodium butyrate causes a greater rise in insulin
than in glucose.

STATHS ¢ (C)
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1o turther el acidate tne mechanisms b iyper jlycemlas tol lowing
trre aaministration of alloxan or o streg tavetocin,
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the method descrited oy baroor, ot o Lot Avimitrstrat pon

of the alloxan or streptozot o, oo o im gty rate 11 g toge of
1.25 mM7kyg pH 700 will bo prmininteron pnty vy ot Suhi-
stantiate the completenes: b b gy ete Sty o Ry s e g
rthen 10U minute=-interval tor 9o s gtes op el Samp e s Wil e
drawn tor glucose, gluacagon, amnmd ans Jia et orrinations,
Glucagon will be geterminea, oo o BES et boanet t e
antibody ot Unilger., The insulrs wiol e dertermined gtilizing
an RIA methooa,  Glacose will o nters oo 0 g0 alkalin
ferricyantde method ut izt + e b o0 1n-trument ,

tne week following pancreatcctom o vy 0t pandreatectomlzed
sheep will e jiven 65 mg Ky borty wo 00 0t alloxan as o a bolus,
intravenously. The other s1x pancreast. oy zed sheep wi'l be
Jlven streptozotocin treshly dissoloc o 0l M citrate pbuffer,
pH 4.3, 100 myskg body wieght oty loo campies tor jlucose
will De drawn 1n both groups,  Statrstis o anal,s1s will be
pertormed by the appropriate Stoaosear 't st o The pramarvy
analysis, though, will e whetthor thero 0 the develapment o
diabetes mellitus, tollowing tne aidition ot alloxan or
streptozotocin in the pancreatectoml ze sheep,

PROGRE -

(a2 [0 - 83 09y Pancreatoectomy zed shiceep o not develop dlabetes
mellitus,  Blood sagars remain withiyp !
1Ny pancreatectany o Administrat peon oo alioxan or streptozotocin
will cause the development ot diranetec mellitns in thne pancrea-
tectomyzed shecen . From thie stiady 1t can be conciaded that both
ot thesce agents cause A osIgnttroant o change in o celluluar carbohy-
drate metabrvrbrsn, Pt has been asoamed but not proven that these
rients cause Jigbhetes melblitus by the ettocts on the B cells,
This study disproves that conclusion,
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TITLE: Evaluation ot the Hypothalamic-Pltuitary-Adrenil (HpPa)
AX1sS in Psychiatric Patients Who Do Not Suppress 3erum
Cortisol Atter overntight Dexamethasone.

PRINCIPAL INVESTIGATOR: Col Bruce L. Hariss, MO

PROFESSTONAL ASSISTANTS: LTC =tephen R, Plymate, MO

Thomas H, o Lampe, M.,
Steven o o isse, MLUh,

WOR= NI T NO: $3 %6

LECHNICAL OBJECTIVE

Fo determine whether psychiliatric patirents whe do oot suppress serum
cortiscl after the overnight dexamethasone suppression test will
suppress cortisol production after the more extensive dexamethasone

suppression test developed for the diragnosits ot Custiin:'s disease,

METHOD

Pati1ent sSelection:  Fitteen psychlatric in-patlents at American
Lake VA Medical Center who have been found to be nonsuppressors
trom o jexamethasone suppression test, ‘

Patient Exclusion: A diagnosis or past history ot prtuitary or
adrenal Jdisease or it they, in the opinion of the lnvestigators,
have medical conditions or receive medications that have been
reported to give a "talse" nonsuppression to dexamethasone,

Procedures: Baseline 0800 cortisols will be onbtained on all
subjects prior to beginning the study.,

Days 1 and 2: 0.5 mg ot dexamethasone by mouth every six hours
with blood samples tor serum cortisol collected at 1600 on Day 2.,

Days 3 and 4: 2 mg of dexamethasone by mouth every 6 hours with
blood samples tor serum cortisol drawn at 1600 on Day 4.

Whenever possible 24 hour urines tor creatinine, total volume and
hydroxycorticosteroirds will be obtained the day betore and each
day or the dexamethasone testing. Within one week ot completion
of the above testing, an overniight dexamethasone suppression test
will be readministered to ascertain the constancy of response to
this test, A diajnostic interview tor purposes of ‘fiagnosis by
DSM=-TTIT criteria and a BPRS will be performed on each subject.,

PROGRESS
(33 09 - B3 09Y) Pati1ents are being collected tor entry 1nto this

study by the psychiatric statt at American lLake VA Medical Center,

STATIR: Lo
A7
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PRINCIPAL INVESTIGATOR: CPT o Karl b. o Friedl, MsC

PROFESSTONAL ASSTSTANTS: COL Bruce 1, Farlss, MO
Col. Stepiien R. Plymate,
LTC James 1., Kelley, MC
Mina Garritson, DAC, B.,9.,
WORK UONITT NO: 33764
TECHNITCAL ORJRECTIVE
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METHOD

IMmirry—=two v.oounsg 11ult matle rate (250 5ms) will be
Y Y B Bl

ket pnine and castrited on the day prior to the start »f treatments,
fhose animals will e randomly distributed 1nto fouwr treatment
rooaps, Inoa secont experiment, thirty-two intact rats trom the
Same shiipment will also be randomized 1nto tour treatment ronps,
In Doth experiments, the groups will be injected daily for 30 tays
with 1 my progesterone, | mg 2= —0HP, 5 myg - —0HP, or sesame o],
The sterotds will ne dissolved 1in sesame oll and animals will
receilve 0,2 nl o volumes T ..M,

Atrter 3u o gdays ot treatment the rats will be gquillotined and truank

Dl Wil obe collected 1nto heparinized containers,
it plasma alljuots tor the hormone assay will be

at =R 00,

Thne testes will be removed trom the intact animals
indd weighed. The lett testis will be divided and

trzen at
androgen binding
prostate and seminal
Eprdidymtides will g
right eptdidymis ~uld
and AP, Adrenals

histology .,  Thne right testis will bHe
ot intratesticalar T, Ky, and
For all animils, the ventral
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(from intact animals) and the
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TITLE: The Ftrect ot 2-s-fHydroxy-4-Pre jnen-3-One Treatment on
Spermatogenesits and Gonaviotrophins 10 Rat g

Testes will be sectloned at 4 u and the slides will bHe stained
witn PAS and hematoxylin. The slides will then be studled In the
tollowing jquantitative manner. Twenty round tubules rvepresenting
Ttn ostage cellular assocliations will Do used per animal, [nner
and outer tubule dilameters will De measured. Spermatogonia,
spermatocytes, and 57 spermatids will be counted and expressed

in terms ot Sertoli cell nuclel counts, Unusual features such ¢s
necrotic gerin c»1lls and high lipid content of the Sertoli cel’l :
Wlll De noter.  Leydig cell tissue volumes may be morphometricalls
measured 1t preliminary tindings are indicative of ditterences,
Means of all ¢oiats and tubule diameters will be compared between

the tour groups oy t test,

steroids ang gonadotrophins will e measured for all 2ight groups
vy radinimmunoassay and these values will also be compared Detween
intact groups and castrated groups Dy ot o test., The relationship
Letween the gquantitative assessment ot spermatogenesis and hormonal
changes w~ill De compared between i1ntact groups.

PROGRESS

33 05 - 83 94)  Sixty-tour (64) rats have been studied., Hormonal
tita indicate that 20 «—OHP acts on both the hypothalamic/pituitary
i the testls mechanisms.  The actions result in a substantial
activation ot the seminiterous tubule component of the testes as
Jdemonstrated by significant increases in androyen binding protein
concentrat1ons., A quantitative assessment of spermatogenesis is
currentl; underway from the completed histological preparations,
Complerion of this study will require approximately 95 hours of
misroscops Wwork.,

STATH R Lo
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wothel UNLTE N T34

rorrlrty, sperm morpboloygy, and various constitaents of seminal "
rlard, These timdings will then v gnetyzer tor cycllc patterns, ;
-
METHOD
o Pwoernt oy boo thirty negltny velunteers W1l e l‘ﬂ
H5Asea N physSical oXminal 1o ant medical haatory, indi- i
will Do oxoluded trom the oy cject ror oany ob the ol owlng L
roeasons: evidence Hfoactive venere sl t1sease; a Rlstory of testil- :
Cular o varicocele; currently using tie sadna onoa rejaiar bLasls; i
arrentl, taking any medilcat ion; oy adverse finding auring tne }
niyssrcal examination,  Volunteere will abstain from the use of ;

1

aloeohol ana
the project
A period be

sample and extenuinng throughout the sample collecuvion erio s,

semen Collec

MRS SN I S Y]

Qtner rugs throdghont tne semen collection phase of

Sinning 43 hours betore colleaction of the flrst semen

PECHNTOND o

semen guality Ly meacuring sperm count, sperm

Voluntoeers wiitl abstalin from sexual intercourse tor

tion and Analysis: semen samples will be collertea

daily for a period ot 20-25 days., sSamples will be collect

a specilfied

masturbation, will be ejaculstea directly into plastic centalners
wnich are tree ot trace metals, The =samples will De ailowed to
one hour at room tempersture (24°C), The liguetfied

Liguety for

samples will
dividged 1nto
tor viscosity, spern count, sperm motility, and sperm morpholosg
Thne other portlon ot tre samples will o centriruged and the
seninal tlurd will be retatne s tor assay Hf seminal
ttuents to inclh.ode prostaglandins, Jonadotropins, trace

Sperm=trec
tluld conat
metals, and

(82 09 - 43

In previous
specimens for 20 days. There were wide vartations in sperm den-
s1ty, semen

e e R ‘

e durin g

30-minute period ach Jday.  The semen, obtalined througt

Deomeasured tor volume and coleor, and then will bhe
two poctlons,  one portion will be assayed 1mmedtately
YiY .

Carbholydrates

PREOGEESS

0Y9)  Noo farther pataients were enterved Jduaring FY 83,
years, twelve heaithy yoang men obtained daily semen

vorlume, and toral count an cach subject , Pevcentage

Vg




Evaluation or the Cyclic Nature ot Human Semen Content - Jacob

ct oval torms was the most stable semen factor, Significant
positive correlations were found between sperm density and total
counts in ten subjects. However, when all specimens from all
subjects were combined, there were significant positive correla-
tions between sperm density and total count, total count and
semen volume, and total count and percentage of oval forms.
There was a signiticant negative correlation between sperm
density and the semen volume, No cyclic or regyular, pattern
could be detected 1n any of the subjects.

One manuscript has been submittec tor publication and one
other manuscript 1s now in preparation,

PRESENTATION: Jacob, w.H., Smith, M.L., Plymate, S.R., and
Cricco, C.F.: Daily Variations in Human Semen
vuality ., Pacific Coast Fertility “oclety,
October 1979,
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A N O S Correlat ton o thie et o 0 Seme s St oot g

Pro=t aplandin Content o fFert tlh ity o rumian Males
PRINCIPAL INVESTTGATOKR: MAT Wil buos gL Tacon, MsO
PRopESSTONAL ASSTSTANTS: MAT “aionae !l Lo, Smatng, Mo

Roberts Modarelbi, Moo, L0, Mo Loy

Je bty S owakott, ML,

WORK UNTT O R

PECHNTOAL OBJRECTIVE
I compare the semen guality b men of known teroilit g oo triat oot
men wWho o are apprently Infortsle, Fhe parametoers of  senmedn gqual ity
will De sperm count, sporm moetility, spoeri morpholo gy, sperm
vianility, semin:l prostaglaniins, ominal tractose, =oeminal zing,
seminal gonadotropins, amd oen gl Corodoto, Heminal prostagltandin
content Wwlll Do compared ~rth o 0 rheee gt or e,

METTR O

Semen specimens will be collecton trom 20-2% volunteer= of known
ftertility and trom 20-25 volunteers With apparent intertility,
Foliowing a urological evaluation, each volunteer will fe askes
to provide three semen specimens,  tHach vaolunteer will provide g
semen specimen tollowing a dd-hour period ot abstinence from
sexual activity. Subseguent samples, obtained at the end of a
13-hour abstinence period, will be jiven at one-week 1ntervals
tor a two-week period.  Fach voelantcer will ejaculate directly
into a plastic contalner which s tree ot trace metals, The
specimens will be analyzed tor velume, color, sperm count, sperm
motility, sperm morpholoyy, prostaglandins ¥, prostayglandins F,
and various other seminal tluid components sach as fructose,
Z1ng, gonadotropins, ana gonadal sterolas,

PROGRESS

(T8 U6 - 83 UY) Fitteen subjects, all expectant tathers, were
entered 1n this study. No Intertile men were entered. Data trom
the expectant fathers were used in the publication listed velow,
No turther studies were done due to the departure ot the principal
Investigator and the co-investigators,

PHRILICATION Fartss, B.l.., Fenner, D.K., Plymate, S.R., Hrannen,
Guok ., Jacob, W.i,, and Thomason, A.M.,: Seminal
Characteristics In the Presence ot a Varicocele
Compared to kExpectant Fathers and Pre-Vasectomy
Individuals. Ferti1l Steril 35:305-27, 1981,




FITLE:  kKiffect o Naloxone on Hypo. (emic Hypotension in the
Pigy-Tailed Monkey

PRINCIPAL INVESTIGATOR: MAT wWillis H, Jacob, MSC
PROFESSTONAL ASSISTANTS: L'TC Georye S, Ward, vo
MAJ stanley P. Liebenber:, VO
MAJ John B, McClain, MC
CpPr Harry I.. Walker, V¢
WORK UNIT NO: 81,53

TECHNICAL OBJECTIVE

To determine it naloxone, an opiate antajonlist with no agonist
activity, will reverse endotoxin inducea hypotension and hypovo-
lemic hypotension in other species as has been demonstrated in the
rat model. The eftectiveness of this agent in the dose ranges
where 1t has been used in humans with no 111 effects will also pe
studied,

METHOD
Six wonkeys will be given 20 mjy ot ketamine hydrochloride and then
administered halothane via a mask. When a surgical plane of anes-
thesia is reached, intracaths will be inserted in the femoral artery
and vein and systolic, diastolic, and mean blood pressures and elec~
trocaraiogram will be recorded simultaneously. Halothane anesthesia
will be stopped, and when the blood pressure reaches a stable maximum,
hypovolemia will be induced by withdrawing blond 1nto heparinized
syringes over at least a 20 minute period until a mean of approx-
imately 35-40 mm Hy 1is reached. This mean will be maintailned for
a minimum ot 20 minutes ana then the test solution, either 2 my/ky
naloxon: prepared in 1 cc ot sterile water or 2 cc saline alone,
will be ~rninistered. The amount of volume administered will be
predrawn to negate volume effect. The blood pressure will be
followed ror one hour or until stability 1s reachea. 1t drastic
hlood pressure decreases occur ot death seems 1mminent, blood
readministration will be 1mmediate, After blood pressure measure-
ments have been completed, the blood will be readministered and
the catheters removed., FEach monkey will serve as its own saline
control in a random manner with the trials being at least 30 days
apart., Hlood pressure data will be analyzed for significance with
the Student's t test to compare values post-saline treatment with
values post-naloxnne administration.

PROGRESS

(81 03 - 83 09) Six female monkeys and six male monkeys were
studlied, There was no change in blood pressure in any of the
temales or tive of the six males, However, a noticeable change
occurred in one of the males, who had a noticeable decrease

in systolic, diastolic, and mean pressures. The general impres-
sion was that noxalone had no ettect on hypovolemic hypotension

in the pig tatted monkey, A paper is being written for publication,

STATH S ()
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TITLE: Effect of “rentoe e wmuwsn "y Intection on the Binding
of Insulin to Plasma Membranes Isclated from Rat Liver

PRINCIPAL INVESTIGATOR: MAJ James S. Little, MsC

PROFESSTIONAL ASSISTANTS: LTC James Anderson, MC
CPT Jerald Merill, MsC

WORK UNIT NO: B2, 24

LLCHNICAL OBJECTIVE

To determine 1t frno o e e " nfection affects the
minging ot insulin to hepatic plasma membranes and to determine
11 observed results can be correlated with hepatic alterations
“rOWr to o ocour Jduring this intection,

MET 0D
Male albino rats (i150-250 ym) of the gSprague-Dawley strain wiil '
e malntained on stock lab chow and tap water, 7 77 +u~ and
acclimatizea to a 12-hr day/niant cycle for at least 12 days J
prior to experimentation in order to eliminate circadian varia- ]
tions. Rats will be inoculated subcutaneously with 3x10° to )
6x102 neat-killed or virulent ~. =woymanis- serotype I, A5 strain ,
orjanisms. At 40 hr post inoculation, plasma membranes will be
prepared from both yroups of rats. These membranes, which have
been shown to be essentially devoid of other cellular contaminants,
will be washea by suspension and recentrifugation to remove
avsorbed cytoplasmic proteins. Preliminary experiments conducted
at BAMC will be designed to determine optimum plasma membrane pro-
tein concentration, time, pH, and temperature for the binding of
laveled insulin to isolated plasma membranes. 1In a total incubation
volume of 450 microliters, butter, plasma membranes, cold standards,
and labeled hormone will be incubated at the predetermined tempera-
ture, pH, and time., Non-specific binding is determined by parallel
incubation with excess cold hormone. Scatchard analysis will be
used to assess affinity and binding capacity of 1125 insulin to
plasma membranes isolated from 10 control and 10 infected animals.
Group mean values will be compared by the unparied Student's t test
and ditterences will be considered signiticant at pP<(.05,

PROGRESS
(82 10 - 83 09) Hepatic plasma membranes were isolated tfrom control
and v omtassasg s mvoywae’ sy ~intected rats in order to determine
the ettect of 7. - rewwer’ro dintection on the banding capacity and

.




Effect of “tmentonsasys vwouwas’ s Infection on the Binding of
Insulin to Plasma Membranes Isolated from Rat Liver - Little
affinity ot hepatic plasma membranes for insulin. Infection did

not affect the purity or the yield of isolated membranes. A sig-
niticant increase in serum insulin was observed during infection.
Scatchard analysis of membrane bindinyg, determined under optimal
conditions, confirmed the presence of insulin receptors on plasma
membranes isolated from the liver of control and infected rats.
Preliminary restlts suggest that infection did not significantly
affect the binding capacity or affinity of the membrane receptor
tor insulin. These results suygest that the increased serum
insulin observed duringy infection does not "down regulate" its
receptor on the liver, 1In addition, the observed metabolic
effects observed during infection, such as increased RNA, protein,
and lipid synthesis appear not to pe mediated by altered hepatic
insulin receptors.

STATUS: (0}
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FITLE:  The BEftect ot “fw. v v-nmye - yme 'y o Infection on the
binding of Thyroxine (T4) to Puritied Rat Liver Plasma
Membranes

i

PRINCIPAL INVESTIGATOR: MAJ James S, Little, MSC
PROFESSTONAL ASSISTANT: MAJ Stanley P. Liebenberg, VC
WORK UNIT NO: 82/65

TECHNICAL ORJECTIVES

To determine if there are specific receptors tor T4 on hepatic
plasma membranes; if these receptors are affected by . =»oymanige
infection; and if receptor changes can be correlated with altera-
tions known to occur in hepatic metabolism during infection,

METHOD

Male Sprague~bDawley rats (200-250 y) will be maintained on stock
Purina lab chow and tap water a4 7 %7 +um.  All rats will be
acclimated to a l2-hour day-night cycle for 14 days before
experimentation to standardize circadian variations. _Rats will
be inoculated with varying doses (3x104 - 3x105; 6x10° - 1x106;
and 6x10%) of heat-killed (control) or virulent (infected)
colony-forming units of 7. nwowymoniss serotype I, A-5 strain.
After inoculation, all rats will be fasted but allowed access to
water and euthanized 40 hours after inoculation, a time corre-
spondinyg to the midpoint of the night cycle. VFasting of controls
will pe necessary because infected rats are anorectic., Hepatic
plasma membranes will be isolated and the purity assessed. For
initial studies to determine optimum time, temperature, protein
concentration, and pH, plasma membranes trom control or infected
animals will be pooled. Once the binding assay has been optimized
with respect to time, temperature, plasma membrane protein con-
centration, and pH, plasma membranes will be prepared from indi-
vidual control and infected animals., FEach control or intected
group will contain at least 6 animals, Three groups of infected
animals will be studied with each group receiving an increasingly

larger dose of . »nweumnrnise.  Receptor assays will be pertormed
in a total volume of 0.2 ml contained in 1Y§ZS mm borosilicate
gylass test tubes, The assay will contain 1 T, (50,000 to

100,000 counts per minute), from 0 to 1072 M col T4, and

plasma membranes at the determined concentration, All components
will be diluted in buffer (T4 Buffer) containing 0.25 M sucrose,

20 MM Tris-Cl, 1 mM MyCly, 2 mM EDTA, 50 mM NaCl, 1 mM dithio-
threitol, and 5% (v/v) glycerol. Assays will be performed in
triplicate at the optimal temperature and time., Assays will

be stopped by the addition ot 1.0 ml ot 1ce cold T4 buffer and
centrifugation at 2200 4 ftor 15 minutes. Following centrifugation,
the supernatant will be aspirated and the plasma membrane pellets
washed by the addition of 1.0 ml ot ice cold T4 buftfer. The




The Effect ot 3 »eptormocons nmoymonia- Infection on the Binding
of Thyroxine (T4) to Puritied Rat Liver Plasma Membranes - Little

AR o e o

membranes will again be pelleted as described above, the super-

natants aspirated, and the membranes counted. Non-specific

binding will be determined by parallel incubation with excess

cold hormone (102 M), scatchard analysis will be used to

assess the atfinity and maximum binding capacity of the receptor e
for T4. Counting efficiency will be determined by the channel

ratio method.

PROGRESS

{82 10 - 83 09) Hepatic plasma membranes were 1isolated from
control and Strentococceus nneumoniae infected rats in order to
determine the effect of 5. preouwon’ar- infection on the binding
capacity and affinity of hepatic plasma membranes for thyroxine
(T4). Infection did not affect the purity or the yield of iso-
lated membranes . A significant Jdecrease in both total and free
serum (T4) was observed during infection. Scatchard analysis
of membrane binding, determined under optimal conditions, con-
firmed the presence of high affinity, low capacity sites, as
well as low affinity sites for T4 on membranes isolated from ©
both control and infected rats. T4 maximum binding capacity
(MBC) of the high affinity sites decreased significantly as the
infection became more severe. However, the affinity of these
receptors did not change. Neither MBC nor affinity of the low 1
affinity sites was altered Dy infection. The observed decrease '
in MBC of the high affinity binding sites for T4 on hepatic
plasma membranes cannot account for the decrease in serum Ty
or the hepatic metabolic alterations also known to occur during
S. pnmeumoninc infection,

PUBLICATION: Little, J.5. The Effect of Strentococcus pneumoniae
Infection on the Binding of Thyroxine to Purified
Rat liver Plasma Membranes. Endocrinolegy, in press.

Infection on the Binding of Thyroxine to Plasma
Membranes Isolated from Rat Liver. Presented: The
society of Armed Forces, Medical Laboratory Scientists,
san Antonio, Texas, 19-23 March 1983. Fed Proc 12:

27, 1983.

PRESENTATIONS: Little, J.S.: Effect of Strentococcus nmeumoniae ﬁ

IBID: The Federation of the American Society for
Experimental Binlogy, Chicayo, I1l1., 10-15 April 1983,
Fed Proc 42:324, 1983,

STATUS:: (0)




TITLE: Mechanism ot HCG in Spermatogenesis Durlng [estosterone
Suppression

PRINCIPAL INVESTIGATOR: Col. Stephen Ro Plymate, MO
PROFESSTONAL ASSISTANTS: COL Mruce Fariss, MC

LTC George ward, v

Mina Garrison, MT

WORK 1INIT NO: 80/70

TECHNICAL OBJECTIVE

To determinne 1t, during testosterone suppression, spermaltogenesis
which is reinitiated by HCG is due only to a rise in testicular
testosterone ar it HCG also stimultates androqgen binding protein
production.,

METHOD

Three jroups of male rats 40 days old (20 rats/group) will be
studied. Initially, cach animal will have serum drawn for LH,
prolactin, FsSH, and testosterone, and a unilateral orchiectomy

will be done on each animal with the testicular contents assayed
for androgen binding protein, testusterone, estradiol, and dihydro-
testosterone plus histology. For six weeks, Group I (control group)
will be injected with sesame oil alane., Groups 2 and 3 will bpe
injected with testosterone proprionate and sesame oil at a dose

of 150 ugm/100 gm body weight. Then, tor six more weeks both
groups will continue to receive the testosterone proprionate and
Group 3 will also receive the HCG at a dose of 6 U/100 gm body
weight daily. Group I will continue to receilve the sesame o1l
alone., At the end ot this six week period, each animal will again
have serum drawn tor prolactin, FsH, LH, and testosterone, and the
animal will then be sacrificed with the other testicle removed and
assayed tor androgen binding protein, testosterone, estradiol, and
dinydrotestosterone as well as histology.

PROGRESS

(82 10 - 83 09) During FY 83, the investigators confirmed the
tindings that long-term treatment (56 days of HCG and testonsterone)
signiticantly lowers intratesticular testosterone. This decrease
in testosterone 1s associated with 4 signiticant increase 1 intra-
testicular estradiol and a projressive loss ot LHHCG placsag
membrane receptors, A paper has been submitted to the Journal ot
Reproductive Biology.,

. PRESENTATIONS : Mechanisms ot Prolactin Regulation ot Testicalar
Funtion; Fndocrine Sccilety Meeting, 17 Jun Bl
Abstract #5606, p 96,

Fttect of Chronitoe Admini<strationn ot Testosterone
and Human Chortonie Goenadotropin on Testaicualar
Funct ton, Pacitic Coast Fertaility Society, PPalm

Springs, CA, Te o oct Al abstract s48,
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TLILE: lestosterone and HCG Httects on Testicular Steroidogenesis
PRINCIPAL INVESTIGATOR: COL stephen R, Plymate, MO
PROFESSTONAL ASSISTANTS: (ol Brace 1. Fariss, MC

MAJ stanley Liebenbery, VC

MAJ Allan Avbel, MC

SSG James Hayes

Louls Mate), B.S,

WORK UNIT NO: 31/92

TECHNICAL OBJECTIVE

To determine the mechanism of inhibition ot intratesticular
testosterone production by HCG and testosterone.,

METHOD

Six groups of adult male Wistar rats »250 ym will have baseline
serum drawn for LH, FSH, and testosterone, All animals will bhe
kept on a 14 hour light, 10 hour dark cycle. Group A will re-
ceive sesame o1l twice weekly for 12 weeks, Group B will receive
150 wgm/100 gm BW testosterone enanthate twice weekly for 12
weeks., Group C will receive 150 gm/100 gm BW testosterone
enanthate twice weekly tor six weeks and the same reygimen plus
18 U HCG 0D for an additional six weeks. Group D will receive
300 ugm/ 100 gm BW testosterone enanthate for six weeks and the
same regimen plus 18 U HCG QD for an additional six weeks,
Group B will receive 150 ugm testosterone enanthate/100 gm BW
plus 18 I HCG twice weekly tor six weeks, and the same regyimen
plus the addition ot Teslac 5 :gm daily for six more weeks.
Group F will receive 150 nygm testosterone enanthate/100 gm BW
twl e weekly tor six weeks and then 18 U HCG daily plus 10 mg
Tesiac twice a day tor six weeks, After the 12 weeks, blood
will again be drawn, the animals sacriticed, the testes, and
epididymis removed, weighed, and trozen, Intratesticular UHT,
Ey, and ABP will be measured in the testicle and androgen
bindinyg protein measured in the epliidymis. Histology will be
performed to 1nclude mean seminiterous tubole diameters.

PROGRESS

(82 10 - 83 09) The technical portion ot this protocol has been
completed, and a paper 1s 1n preparation, This study demonstrated
that administration of testosterone and HCG had a4 greater etfect
nnoseppression of testicnlar testosterane levels than administration
nf testosterone alone restosterone alone lowered intratesticular
testosterone by LH suppression and increased intratesticolar ¥y,

HY




Terast vt varairse 1t HOG ttect e on To bt Steraniito jene s =

Pl .Y:"th o

Ui compne b et tect o By and testosterane appeare oo e Ly

tarthier in reases 1n ointraresticular ko, oas well as greater

Z :

Supprenasien b Sserum LH

PrREseNTALLON: Intluence ot Lon g ferm Testosterone (7)) any Human
Choritorie donadotropin (HOG) Aaministration on
Intratesticglar Testosterona, ird annual Military

Fndocrinologists Meeting, San Francisco,
1S June 1482,
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SR e Frtect ot g ate otne wielease of Gonadotroplns
P b e e e e
PRINCTIPAL INVESTIGATOR:  COl stenhen kR, Plymat.e, MO

PROFESSTONAD A=SS TS TANT MAT Stantey Poolaicebhenbeer.g, VO

WORK UNL T Nog B9

ARCHNTCAL OB TR TTVE

To rturthner study the ottects of endorphins on the nypnthalamic-
pltultary jonadal axis ot the v 0w e T mnnkey Oplate
compoaunds have been shown to release 0 trom the lanugs ot humans,

It 18 well known tnat the morpniooc—ohiioted haman o Decome
hypojonadotropie,

METHOD

SIX Female oo el s monkeys will o be addicted to morphine,
when rhaey Lecome amenorrhelc with maintenance ot thoeilr welght by
appropriate tood supplement and have not lost signiticant body
welght , jenadotropinsg will pe drawn every 10 min tor | hr and 20
minutes,  Next, a bolus of naloxone will be given and samples
frawr, tor 120 minutes. The animais will be continued on morphine
and £ weeks later jilven a bolus ot LH releasing hormone with
samples tor gonadotropins drawn every 10 min tor [20 minutes,

The animals will then pe withdrawn trom the morphine and again a
Dolas ot naloxone wifl be administered during the luteal phase »f
the menstrual cycle with seram samples drawn every 10 min tor 124
min Lefore and atter administration ot naloxone., Samples will ve
assayel Inr progesterone to determine the point ot time in the
menstrual cycle. Menstrual cycle timing will be determinea oy
watchin; sex skin swelling. LH will be measured by Leydiy cell
Dloassay . ata will be analyzed by appropriate T test and lrnear
regression.

PROGRESS

(82 10 - 33 0Y9) This stuidy demonstrated a signiticant suppression
of LH t chronitce morphine =sulphate addictilon unrelated to weight
loss an: this suppresslion wis also seen with acute morphine
sulphato wdministration when 3 sensitive bioassay for 1LH was
used,  This suppression (» reversed by Naloxone, A paper to be
submitted tor pablication 15 an preparation,
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v Fitect b Oprates on the Release of Gonadotropin:: 1n thee

YU e e e s - )
i
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PRESENTATIONS: Shamodal Rttects ot cpiates 10 T secret o in the
Primate. HsC Annual o clintoal favestiogarion
Jonterence, e 1, san o Aantonio, TX .

Morpnine sSultate Aadiction Supptrosses Gongiotropin
Secretlon in the Female Yrsras o ey

pdth Annual Meeting, The Endocrine sSociety, sar
Francisco, A, 16 June 1982, Abstract #5749,
Abstracts ot the 6dth Annual Meeting ot The
Fndocrine society, dune 1982,

IBID, 3rd Annual Meeting, Military Enagocrinslojists
Soctlety, San Francisco, A, 1S June 32,
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IS O DIfterentiation of futelnizing dormones From Difterent
Animal Species Heiliving the HpPLe

PRINCTIPAL ITNVESTLGA T Coill steptien R, Plymate, MO

N

PROFESSTONAL ASSTATANTS s Cul o 2rgoe 1, Fariss, MO
MAT waillis o, JTacob, MsC

WORK UINTT NO: 8223

TECHNICAL ORJECTIVE

CAL CTLVE z
/
1

fo determine 1t high pressure ligquild chromatography can be a
means Dy which the pltaltary gonadotropning can be separated and
quantitated between species.

METHOD
Various nanogram amounts of LH ranging trom 1-50 ng/ml will be

assaye.l by the HPLC usting the protein 125 column. Human, primate,
ovine, rat, and rabbit [id ~will He assayed., Human LH which has

Deen labelled by chlorimine-T or lactoperoxicdase will also be use i, :
The same concentrations of LH will then be added to the mouse

Leydlj's cell bloassay system. The results between thesc two :
technt jues will be compared as well as the points at which the 1
vari: cs TH's are detected on the HPLC.  The statistical analysils i

w1l e pertormed Ly linear regression and T tests,

PROGRESS

, ‘ . . T , L .
(0 = 44w In the previous year, PYDHT Dinked to SHBEG,
i b= odomns in tandem, has been Sseparated,  Using a high
Sty ent o SHRBG has o saceesstully een isolated,
~ A N teo




TITEF:  Ftieot of HCG and T oo Regulat ton of Leyalg Cell Function
AN TRPAL TNVESTIGATOR: COL srephen R, PLmte, MO

PROFESSTONAL ASSISTANTS: 0Ol Bruce L, Fariss, MO
MAT James S, Little, MSC
John Wwhite, Ph.ly.,
Mina arrison, M.T.
[ouls Mate ), M,JT,

WORK UNIT Norvs ol "

I

FRCHNICAL ORJECTIVE

T expand turther the studies ~hich the 1nvestigators have reported
showin the relationship between LH oand testosterone (T) in
rejulating testosterone produstion.,  The current study 1s designed
£ deteoermnine the time course ot ovents following HOG administration
restosterone suppressed animals Dy determining changes in intra-
testicdlar testosterone and Ll receptors at specitied intervals
£l vwing HUG administration,

o

METHOD

Male Wister rats >90 days and weighing 200-250 gms will De yiven
testosterone enanthate 150 gm/L00 gm body welght IM bDiweekly for
siN weeks amtl control animals will be injected with sesame nil, This
will be time zero time. kignt control and elght treatment animals
will De sacrificed at this point, Then HUG 18 IU eacn day will De
started on 311 animals treated with T and control animals will be
1njected daily witn saline., Eignt control and elght treatment
animnals wiil be sacriticed at 3, 7, 14, 23, ana 56 days after zero
time and trunk blood collecteu. Testes and epirdidymae will be
removed, trimmed of fat, weighed, ani frozen at -70°C until assayed,
Serum will e separated and frozen until assayed. serum will be
analyzed tor T and LH. Testes will be analyzed for T, F,, ABP, and
HCG receptors, Testes trom six control and six treatment animals
sacrificed at 7, 28, and 56 days will be prepared for electron-
microscopy. Electron-microscopy and stereological analysis of

the smooth ondoplasmic reticulun in the Teydig cells will de
pertormed.  Corum T oand LH will be pevtormed hy RIA, The testes,
whilte stilt trzen, will e cut 1n halt . One halt along with the
epididymic, will be thawed and homogenized In a phosphasiline
biuffer pH .oowith 6 ml usea per gm ot tissue. This homogenate
will then be assayed tor T, kE,, and ABP and results expressed per
ny of protein, The other halt ot the testes will fhen be assayed
For HUG/LH receptors,  Comparison between groups 111 be made

using the non-palred Student's T test or A non-parametric test

such as the Mann wWhitney test,
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TLULE . Evaluat i on ot Met 2ol te Rttocts of Mioronlzed Orad
Estradiol and Proge<terone Combinations

PRINCIPAL INVESTIOGATOR: Col Stephen R, Plymate, MC

PROFESSTIONAL ASSIATANTS: Donald K., Moore, M,D.,, Univ of Washinjton
Robert H. Knopp, M.D., Univ of Washington
Louls Matej, M,T,, DAC

WORK UNLIT NO: 34311

TECHNICAL OBJECTIVE

To test basic biochemical parameters of toxiolty In women 1ngesting
comblinations of estradiol/norgestrel as an oral contraceptive,
Acceptability, relative potency, and ovulation suppressive ability
will be testea,

METHOD

Two studies are planned., In the first study, atter one control
non-treatment cycle, four groups of twelve women will daily
ingest various combinations of norgestrel plus estradiol, tor 21
days out of a 28 day cycle. D-l-norgestrel (300 ) or levonor-
gestrel (150 =wg) and 0.5, t, 2, amnd 4 my oy micronized estradiol
will be tested., A contrel group of 12 women will ingest 300 .4
of d,l-norgestrel or 153 .5 ot tevonorjestrl plus 300 g of

)

2thinyl estradiol., Serum levels ot progesterone wiil be obtalneo

weekly In order to detect any oo it lon that o my ght o ooaccur. ANy
aonormal bleeding, nausea, headaches gl otier symptoms will De
recorded.  Pharacodynamice responses vl Do stadied By measaring
serum levels ot estrone ant oGty yfiol,  Solative estrogjen polendies
Will be comparcid Dy me coar o ceer onn levels ot Sex sterols Diniing

Orotein (SBP-BU) . Hincheimioas messures ot [iver and renal functaion,

the coajgulation, lipia, on Jestersd, ant endncrine systems will
also e studied., Facn cunjec s non=-treatment cycle biohemical
levels will act as a controd vialoe, Data will be analyzed using

tne paired t test or the atl oxosn natched-pairs signed-ranks test,

[v the second study, thee o coennanstron trom the first study that
12 assocliated with no evitence ot cwvulation, good menstrual cycle
control, tolerable side ottectra, pitrle or no change 1n the bio-

cremiocal parameters, and lLittie or o elevation of SBP-RBC will be

ilven to A Jomen tor six cycles, procedeet by one control non-treat-

ment cyole and tollowed by two o control non-troeatment cycles,  The
same control medication as above will Lo oused inoa o group of 24
~#omen,  The same biochemical tests will bhe pertormed, 1t toxicity
11 ees are low, the medicatrion 1= well tolerated, and ovulation
1o completely inhibited, turther clainical trial s using lower
compinations of norgestrel o and estratiel will e proposed,

A
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Evaluation ot Metabolic Effects of Micronized 9rol kKstradiol and

Progesterone (Combinations - Plymite
PROGRESS
(B2 10 - ®3 0Y) Twelve women who had normal menstrual and tertility

histories with ovluation documented by a rise in basal body temper-
ature had daily plood samples drawn during a menstrual cycle, 1In
ten subjects a siygnificant increase in mean SHBG was noted in the
luteal phase and immediately foilowing the preovulatory increase

in Ey (PL0O.001).  In two of the subjects, the rise in SHBG was

not sigjgniticant, In these subjocts, there was a significant rise
in Py prior to the LH surge, but no increase in lateal phase Ey
compared to early tollicular levles,

Follicular Pre-— Luteal
Phase Ovulation Phase
SHBG-ALl Subjects 15,7 0.60 19.3 0.7 20.8°1.55 P<0.00]
ng DHT bound/ml (SEM)
SHBG-s Luteal 21 .1 1.5 21,4 1,7 23.7 1.9 N.S.
po LUl
Pe0 L0l
By pg/ml-All Subjects 69 1.5 170 12.3 149 12
Fo pg/ml s SHBG ¢ 37 .4 2.6 b3,y 7.9 32.7 2.1
pai) 0l
N.S.

Associated with a fiallure ot a rise in luteal phase £; was a
significantly lower level ot LI by both bio and RIA during the
mid-cycle LH surge compared to sabjects with a rise in SH8G
postovulation (546 125 nig/ml vs 395 50 ng/ml; P<0.02). There was
no difference 1n FSH bDetween the groups, This study demonstrates
that SHBG changes during the menstrual cycle corresponding with
E, changes. SHBG i1s a sensitive marker of estroyen status in
women ,

PRESENTATIONS @ Plymate, S.R., Moore, D.k., Matej, L.A., and Fariss,
BH.l..: Sex Hormone #inding Globulin lncreases
During the Menstrual Cycle. Presented to Society
of 'iniformed Endocrinologists Annual Meeting,
San Antonio, Texas, 7-8 June 1983,

Piywate, S.F., Moore, D,E., Mate], L.A.,, Bremner,
W.J., and Fariss, B.L.: 8Sex Hormone Binding Globulin
Increases During the Menstrual Cycle., Presented

tc, the 65th Annual Meeting, the Endocrine

society, san Antonio, Texas, 8-10 June 1983,

STATUS ¢ (0)
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TITE: Eftect ot Weight Loss on Changes in Sex Hormones 11 the
Obese Anovulatory Polycystic Female

PRINCIPAL INVESTIGATOR: Col. Stephen R. Plymate, MC
PROFESSTONAL ASSISTANTS: COL Bruce l.. Fariss, MC

L TC Richara P, Belts, +AC

CPT Frederick K, Harlass, MC
WORK UNIT NO: 33/57

TECHNICAL OBJECTIVE

To determine 1f weilght loss can cause a return to normal of the
jonadotropin and sex steroid changes 1n the obese woman with poly-
cystic ovarian syndrome,

MELHOD

PATIENT SFLECTION: Ten obese women «~hio are at least 80% greater
than ideal body weight, who have not had a menstrual period for
three months, and who have not taken sex or steroid hormones prior
to entering into this study. Patients with elevated prolactin or
FSH will be excluded,

Routine baseline bLlood samples will e drawn for LH, FSH, prolactin,

testosterone, sex hormone binding globulin, and estradinl, and thre.

ce's every 10 minutes for four to six hours with an in-dwellinj
catheter to determine (i, pulse amplitude and frequency. The
women will then be placed on a weijht reduction diet and tollowed
until they go oft the diet, are within 20% of their ideal body
welight, or have a return of two normal menstrual cycles. Following
two cyclic menses with ovulation as documented by luteal phase
progesterone measurements, blonod will again be drawn tor LH, FSH,
prolactin, testosterone, SHRG and k) alony with blood sampling
tor pulse amplitude and {requency. Sampling will be done during
the early follicular phase of their menstrual cycle. Statistical
analysis will be done by paired Student's t test, simple linear
rejression analysis, and ANOV where applicable,

PROGRE S
(83 03 - 83 09) six infertile anovalatory women witio a Dody
mass index (W/HZ) “30 were placed on a weljht reduction diet

and tollowed weekly until cyclic ovulation returned,  The rotarn
of ovulation was documented by scrum progesterone measurement ,
The mean percent decrease in Welght was 10WK 3.2. LH pulse
trequency and amplitude were bath srgniticantly decreasce i atter

68

N

XY

-

AR N




F-—————__(

Etfect of Weiyght Loss on Changes in Sex Hormones in the Obese
Anovulatory Polycystic kemale - Plymate

welght [ss (P<.05). Mean blood hormope measurements before
and arter welight loss are seen in the following table:

T~ June 1483

I+t Endoc by,
=10 June

San Ant

SHBG ny T I.H FSH
DHT Bound/ml ng/ml ng/ml ng/ml “—Lipotropin
Before 1.59 0.89 - 34 3.9 ¢
Welght U.76(SEM)  0.08 4.6 0.9 0.64 + 0.03
Loss
] After 2.02 0.67 2l > .1
Welght 0L73 SRR 0, U.b .68 .04
Loss
P Lol N L N L0l
There was no gl o e e D et e b T ot ady
SITENUIES S S RS R «1t ret arno ot oularion
13 4 Lot A et iotr ot oand
SERAN i 4
3 ' ? ' ' YTy it
. » W i
' ’ ! ’ ’ st 14 .7 i
, ! I ' if Ui n
' [ . b
' AN ot r,
v ‘- [ ' Sy '
Mo A T I
A P 21 U T AU N B ,
Sy MuP e Wel ght ) S R
o ater cnd AR rmal ot bew ot Pod
Lo e, Presentoed to Socioty o
clocrinologists Annudal Meeting, Ve ,




TITLF:  Relationship of tHody Fat to Control ot synthesis y the
Liver of Testosterone kstradiol pinaing Globulin (TeBG)
anag Sex Hormones

PRINCIPAL INVESTIGATOR: CoL Stephen R, Plymate, MC

PROFESSIONAL ASSISTANTS: COL Bruce L. Fariss, M™MC
LTC Gary L. Treece, MC
MAJ stanley P, Liebenbery, VC
CPT Karl k. Frieal, MsC
Mina J. Garrison, DAC, M.T.
Louis A. Matej, DAC, M.T.

WORK UNIT NO: 83/83

TECHNICAL OBJECTIVE

To determine the metabolic parameters responsible tor moditying
nroduction ot TeBG in weight gain.

METHOD

six temale beayles, not in estrus, will have three baseline
serums drawn for T4, Ty uptake, T3 RIA, TeBG, testosterone,
androstenedione, and estradiol weekly tor a three week baselilne
period. The animals will be weighed weekly and then allowed
unlimited access to tood with decreased exercise. Weekly pDlood
samples will again be drawn until the animals have gained 3U% of
their starting body weight. At that point in time the animal's |
tood intake will be determined and the weight maintained at the

30% level. The animals will then be given two subcutaneous

injections (two days apart) of estradiol valerate (40 mg). One

and two weeks after the last injection, the previously mentioned

blood samples will again be drawn, Next, the animals will be

gjiven tamoxiten, an antliestrogen, at a dose of 10 my twice a day
intramuscularly and TeBG levels again drawn one week andg two

weeks after tamoxifen administration. The animals will then be

allowed one month's rest whil» maintaining their weight at 30%

apove their ideal body weight. Baseline studies as mentioned

above will then be obtaincd weekly tor two weeks, ‘Then the

animals will be given 1 mg ot levothyroxine intramus-ularly

weekly tor two weeks, and bHlood studies will bhe repeated at the

time of rhe second injection and for three weeks atter the admini-

stration of levothyroxine., A similar group ot six normal weight

temale beagles, age-matched and not in estrus, will be studied

with similar blood drawings and administration of medications;

however, the animals will be maintained at their itdeal bhoely weight,

e o e it e+ i, s .

PROGRESS

(83 U9 = B3 09) Animals and matertal = are beilng collected, The
protocol will commence a1n November 1d 3,

STATHS . (o)
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F'TTLE:  Fvaluation ot Frticacy ot Varicocele Repair
PRINCIPAL INVESTIGATOR: COl, stephen R, Plymate, MO
PROFESSTOUNAT ASSISTANTS: MAJ Hri1an Miles, MO

. AL, Paulsen, M.D,

Richard ., pBurger, M b,

WORK UNIT NO: 83/34

TECHNICAL OBJECTIVE

To determine the etfilicacy of varicocele ropalr 1o improving
tertility In the 1otertile male.,

METHOD

Four Jgroups (7% men ecach) will He studied: (1) intertile imen who
are joing to have thelr varicoceles reparred, (Z2) 1ntertile men
wlthout varicoceles; (3) fertile men who have varicoceles, andg
(4) tertile men without varicoceloes. Prior to entering into

this study all subjects will have a complete history and physical
examinat ion done, including assessment ot the presence or absence
ot a varicocele as well as calibrated measurement of testicular
size. Each group will have e¢1jht to ten semen analyses performe.d,
two sperm penetration assays performed at least tour weeks apart,
and two LH/RH stimulation tests pertormed using 200 mg of LH/RH.
Blood samples will be drawn every 15 minutes for two hours after
the injection of the LH/RH. Following repalr ot the varicocele,
the men will have a seminal tluid analysis performed every two

to four weeks, sperm penetration assay pertformed at six months
and twelve months atter the varicocele ligation, and LH/RH aygain
pertormed at six and twelve months after the varicocele ligation,

PROGRESS

(83 09 - 83 UY) Fitty-nine subjects have been enrollea and
Degun the toesting.,

STATHS & ()




FITLE: Role ot Depression in Modulation of Hypothalamic-
Pituitary-Gonadal-Axis

PRINCIPAL INVESTIGATOR: COL stephen R, Plymate, MC

PROFESSIONAL ASSISTANTS: COl. Bruce L. Fariss, MC
Thomas fLampe, MD, American [ake VA Hospltal
Steve R, Risse, MD, Auwerican Lake VA Hospital

WORK UNIT NoO: 33/85

To evaluate the nypottialamic gonadal tunction in a biochemically
defined depressive state in srder to further detine the role of
neurotransmitters in botn the depression and the control of the
nypothalamic-plrartary- jenaadal (HPG)Y axis,

METHOD

Subject s ler w omert it ten o mes it ted ror depression who have
nonsuppreastode 03T s et lnea by eortlsol level greater than
5 L 7al oatrer bomg ctexamethasone prven oat 2390 hours and plasma
Cortilsol measared ot ns0u, e, o0 2300 hoar s the followling
day . Following the DS o at 08300 ooy =, a 290 my balus of LH RH
Will e jiven TV, Blood samples will be arawn ot =15, 0, 15,
30, 45 and 60 minutes tor CH, +sH, ana proalactin, This will
tollowea by a 100 .5 bolus of TRH with blood samples drawn at
bU, 7o, 40, 1u5 anad 120 minutes for prolactin, TSH and growth
hormonas,  Wnen the DST returns to normal the studies will be
repeated on all patients. Any patients on phenothlazines will

be excluded trom the study. In addition the -15 and zero time
samples will have =lipotropin, ACTH, <*-endorphin, testosterone,
estradiol, and sex hormone binting lobulin measured. The female
patients will have a menstrual nitstory noted. 1t they are cycling,
the time ot the blood drawin; 1n relationship to their cycle will
he calculated ana contirmed by measurement ot serum progesterone,

’
v

e

PROGRESY

{33 09 - 83 09) This protocol 15 to begin an November 1983,

STATUS o (0)
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TIthe: Ranger Medic Procedures Trarining
PRINCIPAL INVESTIGATOR: CPT Robiert ., Kane, MC
PROFESSTONAL ASSISTANT: MAJ Stanley b. Liebenberqg, VO

WORK UNIT NO:  43/34 4

TECHNICAL OBJRCTIVE

[l
o provide training to acyulire the necessary manlpulative skills :i
In pertorming emerygency lire-saving measures 1n support of wartime
field operations,. 1
4
-
METHOD i
L
The Medical Platoon ot the 2775t Intantry (Ranger) consists of o
two MO ofticers and approximately 20 additional enalisted per- ;g
sonnel (MOS J1H) .  EFach of these 20 personnel will be trainea on !
a quarterly basis. Classes will be conducted monthly utiiizing I
thne two MC otftlcers as preceptors, tralning b-7 Ranjer medics at !
cach session., i
Two mongrel dogs will e uscel tor each training class with tie }

exception ot debridement exercises which will each use t ooy sheep i
as animal models. All animais @111 initidily He anesthetized

Fvitn sodium pentobarbital with nestnesia maintained by fMalothane
rhroughout the daration ot cach o lass, wWounds tor debridement
will be caused by o Captave Bolt prstol . Hpon completion of tne
exercise, all animals will e cathanmizer by lethal injection of
sodium pentobarbital withoat allowving the ynimal to reygain
consclousnuess.  The carcasses Wil e disposed of by incineration.,
Procedures to be pertormed on o gjs o coansist ot

Peritpneral venous cagtdown (temoral “jugular) Pericardtocentesis
Fabe thoracotomy (chest tabe insert o) teritoneal lavagje
Kesselt at jve technigque s Suturing technigues
keversal or hypovolemic snook Jricothyroildotomy

PROGRESS

(33 0l - 84 049 I'raining sessions have been conducsted as planned,
sSome oHf the me s fnvalved 10 thrs tratning were 1tnvolved in the
tighting 1n Grenada sod sornt out that antormarion gjained in this
training improved thelr pert amance both from g hands-on and a
confidence perspective,  All persons anvolved teel that this
program needs to be continged onoaomonthly Hhasts to maintain skill

levels and bt train in-coming medyos,

STATUS @ liy)
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Fmerjency Room Procedure Training

PRINCIPAL INVESTIGATOR: MAJ Steven O, Dronen, MO

PROFESSTONAL ASSISTANTS: L)
Al Stanley P oLaebenberg, VO

M

WORK UNIT NO: R2/25

re samuel T, Coleridge, MO

TECHNICAL OBJECTIVE

in pertorming invasive, 11
Medlcine Residency Program

SesS1ons under e supervi
veterinarlian iss=1inea tn O
NDe anesthetizeo ant then w
procedures,

Akl [

Po Femoral wein cteown

. Peritone ol b ava e

3. Tube vt goostomy

4. Thoracotmy

5. Aortlc cross-clamping
b, Control ot pulmonary

hemorrhage
7. Cardiac wound repair
4. Endotracheal intubation

ventilation
10, Cricothyrordotony

(B2 09 - 33 09) [ncoming
trained as a part ot their

STATIHS ¢ ()

T provide training to acquire the necessary manipulative skills

te-saving procedures tor the Fmergency

METHOD

The procedures t1<ted below will be pertormed 10 two separate

sion ot a sratt member and the
linteal Investigation., All animals will
111 »e sacriticed immediately after the

PART 11:

L. Tissue pressure nonitoring

S ATtertal pressure menite ring

.oswan-Gans catheter placement

1. Transven—us ventricuelar
pacvemaker placement

y. Transthoracic ventricular
pacemaker placement

bH. Pericardiocentesis

7. HSegstaken-Blakemore tube placement

4, Percutancods transtracheal S. Auto transtusion from hemothorax

4. Twist drill decompression
10. Skull Trepnination

PROGRESS

Fmorgency Medicine Resident s were
wient ation program,
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Naloxone In the Manajement of Hemorrhagio 1
ATOR : MAJ Steven O, Dronen, MO 4
TANTsS:  CP1 Richard Foutch, MC ¥
CPT Karl Friedl, MsC
CPT Peter Maningas, MO P
4
52
.
IFCHNICAL UBJECTIVE
tect of the opiate antagonist naloxone on
ular and piachemical parameters in the setting
ck.
METHOD
111 be diviaod into three groups. Group I dogs

naloxone, a 2 mg kg bolus followed by 2 mg/kg/hr

tor tn phlebotomy ., They will then be bled and
to the protocol described below. Group II

be bled and reintused according tn the protocol.,

ree) will not be dled or reintused but will

steps in the protacal as described below,
It the same tashion as Group .

iven water but no tood 18-24 hours prior tn

The dogs will be anesthetized 30 minates prior
30 mg kg of IV pentobarbital.  additinnal

maintain the desired
be placed in the left lateral
intubated with cufted tube.
cutdown the right
artery will pe cannul
(Hlood precasur Centyr
pressure) will
mutt rehannel
Lot erragpt e

in 2 my kg increments to
The dogs will
and tracheally
will e placed via
ein, The left foemoral
. Vascular pressures
nad pulmonary capi!llary wedige
transducers and recorded onoa
pressure measarement s Wil
pnlenotomy . Central
YOS, Atter fwo-poant o
will be placed on the
temperatures will 44°
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e Uise of Naloxone in the Mana jement of Hemorrig ;o shiooe -
Dronen

Seran lactare bevels wlll be measured photometrically oy the
Mol ted Marbach and wWerl method,  The volume b olost sampies
~1ull remain constant and will e included in the total anunt ot
Drond to be withidrawn, Forty percent (4000 of tne Taloul ated
Dloca volame {approximately 35 oo w0 W1l Do asplrate by <yrid
froom o the temoral artery cathetor over o 3t ominube oerion with
s of the total volume bhoeing wirhdrawn during the tarst 5 ) /2

minates of cach six minate perion,  Syringes will e shanped oan
Se juential o artertal, venoos,  col mixed venous Dlood Sampies wil
Deeoraken auring the last 30 seconas of eacn s1x o mindte perlion,
Arter the total amount ot Llond 1s withdrawn, the doy will anaer
3 ond minute period ot stapilization with four sampling perilods
1> minutes apart., The dog will e reintused at the same rate
ant wilish rne <ame velame of Hlowny o wit i irawn, mings the gmount
TaKen for oloot famgles. At tne end of reinfusion, the o
;i ounaergooa osne hour peerpenl ot stabilization amd onservat o
Repeat Dlood samples will oe taken every ' minutes during tiat
time ., At the et of tne hooar, all citheters will be removes,
Sataown Sites Saturesd, amt the dog extubiated attoer actiesing bt
dppropriate level of consclousness,
PROGRESS

(283 b = H 3 g ANTIMALsS ant Mater Ta LS Are el GuxeMiciea,
STATHS . (0))
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TIVLE:  demodynanls Responses Lo Application and Removal of
Nitroglycerin Ointment 1o Normal Subjects

PRINCIPAL INVESTIGATOR: MAJ Kenneth Frumkin, MO
PROFESSTONAL ASSISTANTS: OPT Ted AL McMurry, MO
WORK UNLET NO: 32017

TECHNLICAL OBJECTIVE

I'o Jdetermine the temporal characteristics of the action ot
topically applied nitroglycerin on pulse and blood pressure
volunteers. The onset of action, time required for maximal
hemodynamic response, and the time for return to baseline
values atter the ointment has been removed will be measured.

METHOD

Sixreen (16) healthy male volunteer subjects with a normal blooa
pressare and pulse wlithout orthostatic changes during the baseline
phase of the experiment will be used., An automated Critikon blood
pressure cuff and an automatic dental chair in the tully erect
position will be used. Initially, orthostatic vital signs will

be taken. Patlents will then have pulse and blood pressure taken
atter being supine tor twoe minutes and again atter two minutes

»f standing. Those with a Jdecrease in systolic blood pressure

nr 2d, a Jdecrease in diastnlic bdlood pressure of 10, or a rise

1 pulse of »20 beats /minute will be excused trom the study,
Non-orthostatic patients will then sit erect in the chair and
pulse ang vlooa pressure will be recorded automatically by the
device -wvery two minutes for 14 minutes {(baseline). Two inches
(30 :ramsy ob 24 nitroglycerin ointment will then be applied to

a 53 om? area at the lett costal margin in the wmidclavicular line,
Blond pressure and pulse will be recorded every two minutes by the
machine and also Dy a physician. Symptomatic hypotension will be
treated Ly Trendelenbery position and other standard means. After
40 minutes of contlnuous monitorinyg, one half ot the patients
(ranaomly assigned) will have the nitroglycerin paste completely
wiped ottt with a clean terrycloth towel., Monitoring of these
patients will continue tor another 60 minutes., The control
subjects will have the paste left on and will be monitored tor

the same period of time,

PROGRENS
(82 09 = 83 0Y) A total ob =scven subjects has been entered
‘n the study. Reproducible eftects on baseline pulse and blood
pressure were not obtained with the nitroglycerin doses specified
in the protocol . Further work with subjects either standing or
given increased nitroglycerin doses also yielded poorly repro-
ducible results. Foarther work 1s planned,

STATHS {0
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Piitt s The Utility of Base Dellolt as a Pavameter an the
Evaluation ot Hemorrhagic shock

PRINCLPAL INVESTIGATOR: CPT Peter A, Maningas, MC L,
PROFESSTONAL ASSISTANTS: COL Wruce L. Fariss, MC
MAJ Steven C. Dronen, MC )
MAJ Stanley P, Liebenbery, VC »

WORK UNIT NO:  d3/58

TECHNICAL ORJECTIVE

T evaluate the usefulness of the calculated Dase deficit as a
parameter for the alagnosls, management, and prognosis of hemor-
rhagic shock,

METHOD

Ten dogs (within a specitic weight range) will De given water
nut no food 18-24 hr prior to experimentation. The dogs will de
anesthetized 30 minutes prior to starting bleeding and maintained i
vith IV administration of pentobarbital, 30 myg/kg of body weight,
restrained in the supine position, and tracheally intubated with

a curtless tube to maintailn the airway. Cannulation ot the i
external jugular vein with a Swan Ganz catheter and cannulation

ot the common carotid artery with a stanard size angliocath will

be done via a neck cutdown. Vascular pressures will be measured

ny guartz transducers and recorded on a multichannel oscilloyraph.

The Swan Ganz catheter will allow constant monitoring of the

central venous pressure and Intermittent monitoring of the

pulmonary capillary wedyge pressure. Mixed venous blood gases

may De obtained via the distal port ot the Swan Ganz catheter.

Next, the femoral artery and vein will be cannulized via 3 ftemoral

cutdown.,  Blood samples will be withdrawn trom the ligatea vessels.

Baseline arterial, venous, and mixed venous blood samples will bDe
drawn prior to hemorrhage for determinationn of control pd, pCoy
base detricit, MvVO,, and serum lactate, Base deficit 1s calculated
simultaneously using a formula based on the Siggard-Anidersen
Nomojram, Serum lactate levels will be measured photometrically
thy the modified Marbach and wWell method.  The volume of bDlood
samples will remain constant and will be incluided in the total
amount »of blood to be withdrawn., The amount of bLlood toy he witr-
drawn will be 50% of the caloalated blood valume (approximately

44 cc/ky) . This volume will be aspirated by syringe trom the
femoral artery catheter over a 30 min period with /5 ot the

total volume being withdrawn during the tirst 5 172 min ot .oy

6 min period. Syringes will be charqged and sequential arr o ad, ,

T DT —y — = e




The Utility ot Base Detiolt as o Parameter in the Evaluation of
Hemorrhagie shock - Maningas

venous, and mixed venous blood samples will be taken during the
last 30 sec ot eacn s1x min period. Atter the total amount of
blood 1s witharawn, the dog will undergo immediate reinfusion at
the same rate and with the same volume of blood withdrawn, minus
the amount taken tor blood gases and serum lactate levels.
sequential arterial, venous, and mixed venous blood samples will ;
again e taken during the last 30 sec of each 6 min period for -
determination of pH, pCoO,, base deticit, MVO,, and serum Lt
lactate levels, At the end ot reintusion, the dog will undergo
a one hr period of stapilizatlon and observation, Repeat

blood samples will be taken every 15 min during that time. At
the ent of the nhour, all catheters will be removed, cutdown
sites sutrured, and the dog extubated after achieving an .
approptiate level ot conscliousness.

N

PROGRESS
(83 0d - 43 091 Nine dogs were bled 404 of their calculated l
i intravasoalar volume over thirty minutes (35 c¢c/kgy). There were i
g rive samyling periods (HI-H5) at six minute intervals correspond- b
lny to an 8% reduction 1n lntravascular volume during each period. ‘.
! A tall 1n PvO, anda PCW™, which occurred after the initial with-
} drawal p rind, precededa 2 significant change 1n all other
i parameters, This was followed by a reduction in CVP and an

lncrease in serum lactate after H2. Py.0) ftell atter H3 and
t base deficit increased after H4. Four dogs maintained mean
arterial pressures Jreater than 70 mm Hg atfter hemorrhage. Six
I doys had abnormally elevated base deticits during the control
period despite normal lactate levels., Two dogs had normal
factare levels after hemorrhage, There was a poor correlation
hetween CVP and PCWP, and only a tair correlation between base
det1oit and serum lactate. We conclude that of the parameters
measured, Pvo, and PCWP are the most sensitive indicators of
intravascalar volume changes during graded hemorrhage in the
animal model ., We recommend further investigation on the clinical
utility of these parameters in the Emergency Department management
of the rraumatized patient at risk for significant hemorrhage,

g A manuscript s in preparation,
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UIThe:  Ertect of Fluosol DA on Massive Theophylbine Intoxiocation
In Rats

PRINCIPAL INVESTIGATOR: CPT Peter A, Maningas, MC
PROFESSIONAL ASSTISTANTS: MAd Steven L. Dronen, MC
MAJ Stanley P. Liebenbery, VC
CPT Karl #. triedl, MsC

WORK UNI'T NO: 83/71

TUCHNICAL OBJECTIVE

To evaluate rhe etftrectiveness ot partial exchan ;e transfusion
with Fluosol DA in reducing serum theophylline concentrations and
mortality atter massive intoxicarion in rats.

METHOD)
Five groups (1Y rats each) ot male Sprague-Dawley rats wel hing j
Detween 200-250 gms will be kKept in an oxygen chamber f1ilea ’
with 100% 0. Tnree of the groups will receive partiial exchan e
transfusion with Fluosol DA after intoxication with intravenous i
aminophylline and then transtuscd to 1 final hematocrit ot 4%,
7%, and 10%, respectively., The last two groups will serve as ’

controls for both the exchange procedure and for the theophylline
intoxication. One Jgroup will underygo exchange w.thout theophyl-
line infusion and the other group will underjo theophylline
infusion without exchange. Each animal will be anesthetized

with 30,0 my/kg IV sodium thiopental. All animals will have both
the carotid artery and the tail vein cannulated. Fifty mi'ligrams
(250 my/10 cc) aminophylline will be 1njected into the tail vein
ot each animal over 2 minutes, with a 15 minute stabilizaticr
period after injection. Those animals undergoing exchange Lrans-
fusion will be bled through the carotid artery at a rate ot

5 mi/kj/min, Infusion ot Fluosol DA will occur through the tal
vein at the same rate. Final hematocrits ot 10zx, 7+, and 4+*

will be obtained atter approximately 1o, 20, and 25 times the
number of repetitions, respectively . Fach ot the »luosol DA
treated groups will also undergo supplemental 1ot 0 oon eqgual to
1.5 ml/100 jym body weilght at one hour post-transtus:ion,  plood
samples will be withdrawn trom all groups cvery S miaates Lor
measurement of hematocrit, tluorocrit, (1n the transtuset jroup)
and serum theophylline. serun theophylline will bhe measared by
HPLC .  Atter transtusion, or the eqguivalent taime perioa tor the
control group, catheters will be removed, Fhe transtused groups
will remain in 100% Oy tor the rtirst 24 hours. Thereatter, they
will be placed in 70%% 0, 30% Ny until the hematocrit returns

to at least 20%, whereupon they will be returned to room air,

Al & Jimals will be returned to roagtine pre-experimental care,




M- M

R ETRTEN Sy PR
(83 Ud - 83 U9) Preparat ton ot specy gl Culpment necessary tor
tnis study has been complet.a: toape. X e tank s nave been

constructed in which rats can be weanet to room air after fluosai
intusion and double lumen catheters have Leon prepared.,  Theophyl -
line standards iave been run on t e APLC, anad thils method of
analysis will Je suitable, Theop ity litne doses nave been tested

on several rats. The experiment has not proceeded further

because the investigator has beon unable to obtain a reciprocal
infusion/withdrawal pump from manutacturcrs or local sources and
the purcahse of this item was omitted from the Capital Expense
Fund listing.
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STATUS . ()

e e o ———— = i b,

M3




TITLE:  The Utility ot Transcutaneous POy anit PCO, as Parameters
in the kvaluation of Hemorrhage and Impending Shock

PRINCIPAL INVESTIGATOR: CPL Peter A, Maningas, MC
PROFESSTONAL ASSISTANTS: MAJ Steven O, Dronen, MC
MAJ stanley P, Liebenbery, Vo

CPYT Karl K. Friedl, MsC

WORK UNILIT NO: 83/78

TECHNICAL OBJECTIVE

To evaluate the usetulness of transcutaneous PO, and PCOy
monitoring for the early diagnosis and management of heaorrha je
and impending shock.

ARTHOD

[ 8

Eight to ten dogs wilt be jiven water but no food [¥M~24 nr
prior to experimentation. The dogs will be anesthet vzeag 30
minutes prior to starting bleuvding and maintainea with IV admin-
istration ot pentobardital, 30 mgy/kgjy of body weight, placed in
the left lateral decubitius position, and tracheally intubated
with a cuffed tube to maintain the aitrway. Cannulation of the
external jugular veln with a Swan Ganz catherer and cannulation
ot the left femoral artery with PE205 will e done. vascular
pressures will be measured by guartz transducers and recorded
on a multichannel oscillograph., The Swan Ganz catheter will
allow constant monitoring of the central venous pressure antd
intermittent monitoring of the pulmonary capillary wedyge
pressure., Mixed venous blood gases will be obtained via the
distal port of the Swan Ganz catheter,

Baseline arterial, venous, and mixed venous blood smaples will
be drawn prior to hemorrhage tor determination ot control pH,
pCoOy, base deficit, MVOy, Hyb, and serum lactate. Cardiac
output will be determined by standard thermodilution technigue,
simultaneous recording of Py Oy and P Coy will be done at cach
samplinyg periond. Base deticit will be caleulated simultaneousty
using a formula based on the Siggard Andersen Nomogram., Sevum
lactate levels will be measured photometrically by the moditied
Marbach and Weil method, The volume ot blood samples will remain
constant. and wili be included in the total amount ot blood with-
drawn. The amount of blood to be withdrawn will be 309 ot the
calculated plood volume (approximately 35 co/k ). This volume
will be aspirated by syringe from the ftemoral artery catheter
aver a 30 min period with 175 of the total volame bheing withdrawn
during the first 5 172 min of cach 6 min period,  Syringjes will
be changed and sequentiral arterial, venous, and mixed venous Hlood
samples will bDe taken dduring the Tast 30 sec ot cach <ix min

b s e
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The Utility of Transcutaneous POy and PCOy as Parameters in
the Evaluation of Hewmorrhage and Impending Shock = Maningas

period. After the total amount of blood is withdrawn, the doy
will undergo a 30 min period ot stabilization with two sampling
periods 15 minutes apart. Atter the stabilization period, the
dog will be reinfused at the same rite and with the same volume
1 of blood withdrawn, minus the anoant taken tor blood gases and
l serum lactate levels. Sampling and recording will again be done
during the last 30 sec of each 6 min period. At the end of
reinfusion, the dog will undergo a one hr period of stabilization
and observation. Repeat blood samples will be taken every 15 min
during that time, At the end of the hour, all catherers will De
removed, cutdown sites sutured, and the dog extubated atter
achieving an appropriate level of consciousness,

PROGRESS

(83 09 - 83 09) Animals and materials are beiny assembled,

STATUS @ ()
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rerer: Clhanteal Applicatyon of Trans
1N Fmer jency Department Patient s

PRINCLIPAL INVESTIGATOR: CPU Peter AL Maningas, MO

PROFESSTONAL ASSISTANTS: MA Steven C, ironers, Mo
CPToCcarl kL o Frayedal, 40

WORK UNTT NO: 83,/79

TECHNICAL OBJECTIVE

1o evaluate the clinical usetulness of transcutaneous oxyjen
monitoring for the early recognitlon and manajement ot hemorriagje
and impending shock in emergency department patients.

METHOD

Acutely traumatized patients triagead to Che major resusclliat ion
area based on a nigh potential for mayjor “njury will be ut il izer,
Patlents with a prior history of cardlovascu.ar ar respiratory
disease will be excluded from the study. Fach patilent will e
evaluated and resuscitated appropriately per ATLs julidelines.,

A Prc0y electrode will be placed on the right delroid atter all
standard prehospital resuscitative measures are comploetea,  Each
patient will undergo insertion ot a (VP line for intermittent
monitoring of central venous pressure, Fifteen minutes atter
electrode placement, an arterial blood gjas will be obtalined for
measurement of PaO,, pH, base detioit, and seram lactate., Py 1y
willl be continuously monitored. Blood pressure will be monitored
e2ach minute with a self-inflating cutt. CVP, pulse, and respira-
tions will be recorded at cach sampling period or as the patient's
condition dictates. Additional sampling periods will occur at 15
minute 1ntervals until transter ol the patient from the Emer jency
Department .,  kach patlent will be tollowed tor recognition o
final outcome.,

Serum lactate levels will be measured photometvical oy by the
moditied Weil and Marbach method, MBase deticit will be calculated
using a formula based on the Sigjard Andersen Nomoojram,

A minimum ot 20 patients will be studicd., Py o) valiues wiil
be compared by Student's t test to standard cardiorespiratory
and bilochemical parameters for the cvaluation of hemorrhagie shoeck.,

DROGRESS

(343 09 - B3 (04) NGO work has beoen fones by bt hyps gt e,
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PITLE: A System tor Ldentitying Depression: Impacts gnd Costs
PRINCTIPAL [NVESTIGATOR: COL Barry W, Wolcott, MC

PROFESSTONAL ASSTSUANTS Pobert W.e Wood, MD,, ['niv Washington
Statt, Department ot Emergency Medioine

~d

WORK LNt N 3.

TECHNICAL OBJECTIVES

Tooviaph t tnee Ml jan setting o previously developed triage
tooer waboh will use ondly a tew qguestions to help providers

toootent Lol cases of deproession; to o implement the rizle as
part of a3 computerized btriage/screening system tor all walk-in
patlents at Madigaa; and to assess the impact of the rule on:
(1 process ot care piven by providers; (2) patient outcomes,
fncl eptingg nealth statas, satistaction with care, and subseqguent
arabization; (3) utitlizatiton 5t meglth care serviees bhy tamily
enceer s, and (4 costs ot care,

METHOD

i stady will be aone In conjunctinon with the lUniversity ot
Washinton, A triajge tool using only a tew question to help
providors dertect potential cases of depression for further treat-
ment has been developed at the liniversity ot Washington.,  Due to

Lre preiizmlary natus of the study, this tool has not been examine
tor generalizability, pertrormance, impacts, or costs of its use.,
The tool will He tested gt Madigan, with minor moditications, in
fre Acite Minor Tliness Clinte, utilizing patients that ajree to
partictate amnd s 5 o voluntewr agreement . In the second phase,
atrer vrevicions baced on computerized analysis ot the fris

dravse, the dearession tool will be o implemented at MAMC as part

f A computerized triage system used tfor all walk-in patients,

In tne tairy pnase, o randomized study in which half of the

et th care provider s owill be told the patient's probability of
depression oand halt wrib not will be implemented to allow a
determination of the ampact ot the tool on providers (do they
proescrioe more psycnhotropic drags or make more retfterrals to
behavicral 2onial services); patient ontcomes (utilization, days
loast trom work, depression, heslth statns, satistaction with
care); tani oy care atilization (does improved recognition of
depression i one patient change the health care utilization of
otheyr famtly member s as o well)s; and costas ianchading provider care
costs, drugs, ot test gt ilization, 18 opposced to o the cnsts ot

Pl bra g st
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TITLE: Dramine Oxidase Levels and Aasthma n Proegnancy
PRINCIPAL INVESTIGATOR: CPT Julie pucey, MC
PROFESSTONAL ASSISTANTS: MAJ James S, Little, MsC

MAJ Rebecca Sullivan, MC

CPT Diane J. Madlon-Kay, MC

WORK UNIT NoO: 81773

TECHNTCAL OBJECTIVE

r'o determine 1t a correlation exists between serun diamine
oxidase levels and disease actilvity 1n pregnant astnmatlic women,

METHOD

Approximately 25 new obstetric patients whu have had an asthma
attack within the previous three years and a control group of 12
newly pregnant non-asthmatic women will have a detalled history
taken. In particular, any history ot allergy, haytever, or
smoking will be noted, and 1n asthmatics the freqgquency and sever-
1ty of attacks and thelr treatment. In addition to the routine
initial laboratory tests, the patients will have determinatinns
ot their diamine oxidase levels and spirometry measurements of
FVC AND FEV. At every clinic visit, the asthmatic patients will
be examined for wheezing and questioned in particular about tneir
respiratory symptoms and medications. Fvery tour weeks and at
six weeks postpartum both the control and asthmatic patients will

have spirometry and diamine oxidase determinations., The asthmatic

patients’ clinical conditions during pregnancy will be classitiea
as worse, unchanged, or ilmproved by evaluating the change in
respiratory symptoms, severity ot wheezing on physical cxam,

medication changes required, and spirometry. A chi-square analysis

will be done to determine if any correlation ¢xists between fhe

diamine oxidase levels and the asthmatic patients' clinical conartions,

PROGRESS

(82 10 - 83 09) Five additional asthmatic paticnts were enrol o
in FY 83, Data collection 1s now complete fnrtial cvaln o 1o

ot the data did not tdentity a statistical ditrerence dbetween
diamine oxidase levels in controls and asthmat 1o pati1ent 5o Hiows
ever, there may be o ditference between asthmat yos whe oneraiiy
did well and those who Jdid poorly during preqgnancy ., Fuart her
testing 1s planned using trozen scrum to determine siaminae x1das
levels in pregnant and nonpregnant asthmat 1o pationt s,

STATIIS : ()




TLITLE: A Comparison of Nystatin and 1% Hydrocortisone Cream ro
Nystatin Alone in the Treatment ot Diaper Rashes

PRINCIPAL INVESTLIGATOR: CPT Matthew I, Gaspar, MC

PROFESSTONAL ASSISTANTS: MAJ James W, Hlgbee, MsSC
CPT Cheryl wottord, ANC

WORK (INTT N B3N

TECHNICAL OBJECTIVE

To test fhe nypotnesis that the use of Nystatin creanv and
1* Hydrocortisone cream significantly ilrncreases the rate of
healing of simple diaper rashes when compared to MNysratln crean

alone, 1% Hydrocortisone cream alone, or a placebo,

METHOD

Approximately 200 untreated infants of both sexes trom one ta 24
months o age will be evaluated as to the presence of a typical
lrritant type dlaper dermatitis or candidiasis. Intants with
seborrnelc, atopic, 1mpetiginous, or bacterial type lesions will
be excluded trom the study. All infants will be graded initially
as to the type of rash isclated, the amount ot erythema, and the
location of rash, The rash will be cultured by gently scrubbing
the marygins of the rash with a swab moistened in transport media,
The swab will be plated on Sabouraua agar for yeast and fungal
growth and on McConkeys' and blood aygar for gram negative and
gqram positive growth respectively., A guestionnaire will then be
complered, Mothers will then be issued in a blind, randomized
tashion: water-tased cream; Nystatin cream; 1% Hydrocortiscne
cream, or Nystatin cream with 1% Hydrocortisone cream, Mothers
wlll be instructed to apply the cream evenly to the attected
area tour times daily No other medications will be permitted
during the study per .. A reassessment will be made as to the
effect ot treatment (U to 14 days later and the lesions or site
of the lesions recultured. An Instruction sheet concerning
general skin care and diapering technigues will be explained ana
tres parents will be given a follow-up appointment 1n 7 to 10
days. At the conclusion ot the study, the patient code will bde
Droken and statistical analysis pertormed nsing the Mann-whitney
test for non-parametric Jdata.

PROGRESS
(83 09 - 83 09) The coding of the medication and placebo has
vDegqun. N0 patients ontoered,
STATTA ()
)




TUThr: Exercise Prescriptl
Reduction ot Weight

onooanit
and

Dievary Restriotion
ardiovesscalar sk Fa

PRINCIPAL INVESTIGATOR: CPT Gaspar Gi1orqgl, MO

PROFESSTIONAL ASSISTANT: MAJ Dian

WORK UNIT NO: 82/61

a M, Bar«toor, <p

TECHNICAL ©OBJEPECTIVE

To estanlish through the ae
program ot exerclse therapy
the reduction ot welght and

Thirty (30) obese patients
detined according to the Me
Patlients 20-60 years of age

screened by treadmill ro detormine

presence of latent caridiova
lishea cardiovascular disea
coronary bypass will not be

gis ot
coupl
other

METHOD

the Fanily bPracrice
ed o wlith dletary restr
cardiovasculdar risw

will e onral ped, ety

tropolitan it Inserance ]

are 2l1gible pAatlents -39
t

scutar
S dtt
allow

cnalocapacity
dlsease; patlents wi

et a myocardaral infar
ed 1nto the projram;

nistory and phy-roal ana labs pertinent for cardiowvase

tactors will we obtained be
chest x-ray and spirometry
history ot pulmonary diseas

fore a
will b
o, La

CBC, SMA-20, HDL-cholesterol, tri

This will be an i1nitividual,
and will oconsist ot swimmin

yoa bt

nd atter the program;
& obtained 1n ;atient
boratory screen will

glycerides, any urina

7 othan a group, exers
g or r

anning . Patients wil

adimitted 1nto the program bdDi-monthly., Exercise proscr

utilizing a training heart

rate 7z

one for 20 minutes, 3

week, coupled with diet therapy appropriate tor a0 an

will De given at that time,

Foll

weeks, and then monthly . Weilght,

vascular pertorm nce and ri

skobac

ow-up will e at 1 we
compliance, and varid

'

tors willl De chieowed

toilow-up with fucrther dietary ana risk factor coansed
that time., Data from the progjram analyzing 10 s =goces
faken 1n 12 months,
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Exercise Prescription and Dietary Restriction for the Reduction
of Weight and Cardiovascular Risk Factors - Giorgi

PRESENTATION: Giorgi, G, Barefoot, D, and DeWinne, C: Exercise
Prescription and Dietary Restriction for the
Reduction of Weight and Cardiovascular Risk Factors.
Presented to 10th Anniversary Family
Practice Alumni Conference, 28 Jan 83, MAMC,.

STATUS: (C)
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TITLE: Metronidazole Therapy for Nonspecific Vaginitis: 3 vs 7 Days
PRINCIPAL INVESTIGATOR: CPT Mark B. Mengel, MC
PROFESSIONAL ASSISTANTS: MAJ Shannon Harrison, MC
MAJ James Higbee, MSC
CPT William Watson, MC
WORK UNIT NO: 82/66

TECHNICAL OBEJCTIVES

To determine the effectiveness of 3 days of metronidazole therapy
(500 mg po bid) vs 7 days (500 mg po bid) in the treatment of
nonspecific vaginitis (NSV) and to determine if treatment of the
male sexual partner of a woman with NSV reduces the rate of
recurrence of that disease in previously cured women.

METHOD

Women 18-50 years of age who complain of abnormal vaginal discharge
or vulvar itching, are non-pregnant, non-menopausal, have not

used oral antibiotics or vaginal medications in the previous

month, do not have clinical evidence of a mucopurulent cervical
discharge or genital herpes, but do have negative wet-mounts for
“richomonas vaaina’ s and negavive KOH prep for mndidaq alhieane
will be admitted to the study if their vaginal discharge fulfills
two of the following four criteria: grey, homogenous discharge
that adhers to the vaginal wall; pH >4.5; positive "clue cells”

on wet mount or gram stain; or release of a “"fishy" amine odor on
addition of 10% KOH. Cultures will be taken from the vaginal vault
for 7. vagqinal s T. naginalise ", alhisowe awd N, gonprrbeq.
Women with positive cultures for the latter 3 organisms or negative
cultures for 4. »was“na’“s will be excluded from the study at the
first follow-up visit. Epidemiologic data will include age, race,
number of sex partners, marital status, contraceptive use, number
of pregnancies, and rank. All women will then be given a 3-day
supply of metronidazole and a 3 day supply of placebo or metron-
idazole for their sexual partner. Women will be asked to abstain
from sexual intercourse during the l-week treatment period.

Thirty asymptomatic women will be used as controls and asked
to have a clinical assessment done, cultures taken, and to provide
epidemiologic data.

The first follow-up visit will be conducted at 3 days. A
clinical assessment and cultures will again be taken. Patients
will then be randomized to receive 4 additional days of metron-
dazole or 4 days of placebo. Sexual partners of the 7-day
treatment ¢group .ill be randomized to receive 4 days of placebo
or 4 days of metronidazole. Because of the randomization process
the sexual partners of the 7-day treatment group will be divided
into those that receive placebo, those that receive a 3~4 day
course, and those that receive a 7-day course.




Metronidazole Therapy for Nonspecific vVaginitis: 3 vs 7 Days -
Mengel

A follow-up visit at one week after the start of therapy
will be conducted to judge cure. A full clinical assessment and
cultures will be taken, Cure will be judged by culture results
and lack of symptoms, Cultures will not be taken from the male
sexual partner as evidence of eradication of the organism from
the male can be judged by the rate of recurrence in the female.
Follow-up visits will occur at 3 and 6 weeks post start of
therapy. A full clinical assessment and cultures will be taken
at these visits as well. Recurrences will be treated with a
7-day course of metronidazole for both patient and partner,.

Appropriate statistical techniques will then be used to
analyze the data. A minimum of 60 women in each treatment group
will be used in order to assure statistical significance.

PROGRESS

(82 10 -~ 83 09) No patients were entered in the protocol.
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TITLE: Post-Partum Weiyght Loss in Lactating and Non-Lactating
Females

PRINCIPAL INVESTIGATOR: CPT Richard Turner, MC

PROFESSIONAL ASSISTANTS: MAJ Philip Marinelli, MC
CPT Cathy Canny, AMSC
CPT Kevin Kiley, MC
Catherine Yokan, M.D., DAC
WORK UNIT NO: 82/44

TECHNICAL OBJECTIVE

To examine the short term post-partum weight reduction in lactating
and non-lactating females, specifically to see if the caloric
expenditure of the mother for the infant is clinically effective

in allowing lactating women to return to pre-pregnancy weight
sooner, in greater numbers, or with less dietary restriction than
non-lactating women.

METHOD

The weights of patients will be taken after a positive urine HCG,
at time of admission for delivery, at discharge from hospital, and
at 2 weeks, six weeks, 2 months, and 6 months. A questionnaire

to obtain demographic data and determine the reasons for breast
versus bottle feeding will be filled out on the post-partum

ward. An ideal body weight will be estimated and compared with
height and weight curves to check its validity. A dietary and
activity questionnaire will be filled out at six months to obtain
an estimate of caloric intake and activity levels, and the mother
will be asked if she is stili breast feeding and if she has
stopped the reason why. The data will be analyzed to determine

if a statistically significant difference in post-partum weight
loss exists between breast and bottle feeders and to determine if
any other correlations exist between post-partum weight loss and
the maternal age, education, and socio-economic status. The normal

expected rate of weight loss following parturition will be documented.

PROGRESS

(82 09 -~ 83 09) Two hundred and seven women completed this study,
which shows that breast feeding is markedly more popular in women
with more education, higher incomes, and whose friends and relatives
breast feed, with the expected benefit for the infant being the most
powerful motivation, Maternal employment had only a mild effect on
the decision to breast feed. Black mothers generally preferred to
bottle feed for reasons not clearly delineated. Lactation appeared
to cause no increase in postpartum weight loss at 2 or 6 weeks,

with the caloric loss to the infant equalized by increased intake.

PRESENTATION: Turner, RB, Kiley, K, and Marinelli, P: Factors
Influencing the Decision to Breast or Bottle Feed
and the Effect of Lactation on Postpartum Weight
Loss. Presented to 10th Anniversary Family Practice
Alumni Conference, 28 Jan 83, MAMC,

STATUS: (C)
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TITLE: Cis-Platinum, 5-FU Chemotherapy of Advanced Head and Neck E'
Squamous Cell Carcinoma (Stage III and Staye IV)

PRINCIPAL INVESTIGATOR: MAJ Thomas M. Baker, MC )
PROFESSIONAL ASSISTANTS: COL Donald Kull, MC n#
COL Frederich H. Stutz, MC .
LTC Dennis M., Lanier, MC
WORK UNIT NO: 81/106

TECHNICAL OBJECTIVES

To determine response rates of patients with previously untreated
Stage 111 and IV squamous cell CA of head and neck as well as
response rates of similar patients who have had prior treatment
and have local or systemic recurrence; to determine survival of
previously untreated patients receiving preoperative or preradio-
therapy chemotherapy and compare this survival to that of pre-
viously treated similar patients at MAMC or from the literature;
to determine type and severity of adverse effects of the
chemotherapy.

METHQOD

Patients who meet the criteria as listed in the protocol will
receive cis-platinum, 80 mg/Mz, given with hydration and manitol
diuresis, followed by 5-FU, 1000 mg/M2 by IV infusion, for 4
consecutive days. A second course is repeated in 3 weeks.

After 2 courses, patients that have not had prior treatment
should then be re-evaluated by radiotherapy and surgery for
further therapy. In patients who have recurrent or metastatic
disease, treatment 1s given every 3-4 weeks for as long as the
tumor is controlled and the patient tolerates the side effects
reasonably well,

PROGRESS

(82 09 - 83 09) Seventeen (17) patients (4 with no prior treatment

and 13 with extensive prior surgery and/or RT and/or chemotherapy)

_ were treated with Cis-Platinum (100 mg/Mz) followed by a 96 hour

X infusion of 5-FU (1000 mg/M2/d). Two of four patients with no
prior treatment responded and 3 of 7 evaluable patients who had
extensive prior treatment responded. When results of this study
were compared to other studies using similar chemotherapy regimens,
the conclusions were: very high response rates can be obtained
in patients with no previous treatment; patients who achieve com-
plete response to induction chemotherapy have prolonged survival
over those who have less than a complete response; response rates
in patients with recurrent and/or metastatic head and neck cancer
were comparative to single agent chemotherapy rates; survival
benefit usinyg chemotherapy as either induction therapy or as
salvage therapy remains to be proven. A paper has been submitted
for presentation at the 4th Annual Current Concepts in Hematology/

4 Medical Oncology Meeting to be held in February 1984.

STATUS: (Q)
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TITLE: Prophylactic Alternate Day Corticosteroid Therapy
Following Irradiation for Lung Carcinoma

PRINCIPAL INVESTIGATOR: COL J. waylon Black, MC

PROFESSIONAL ASSISTANTS: COL Donald Kull, MC
LTC Jerome F, Beekman, MC

WORK UNIT NO: 81/91

TECHNICAL OBJECTIVE

To evaluate the effectiveness of alternate day corticosteroids in
preventing radiation pneumonitis and pulmonary fibrosis with their
associated loss in lung function due to chest irradiation for lung
carcinoma.

METHOD

Patients receiving chemotherapy will be excluded from the study.
Forty to fifty patients selected for irradiation therapy will be
assigned in a double blind random fashion by the pharmacy to
receive either 60 mg of prednisone god or a placebo god for one
year., The placebo will contain all except the active ingredient
of the prednisone tablet. PFT's, CXR, and clinical exam will be
performed prior to treatment at 3, 6, and 12 months. This eval-
uation will add only an additional PFT to what is now routine
followup. The data will be analyzed using the objective and
subjective evaluation of patients after the placebo code is
broken.

PROGRESS

(82 09 - 83 09) This protocol was terminated due to a lack
of time after the principal investigator was assiyned to another
position at MAMC. No patients were entered on the study,

STATUS: (T)
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TITLE: Vinblastine - Continuous 5-Day Infusion in Refractory
Advanced solid Tumors

PRINCIPAL INVESTIGATOR: MAJ Alfred H. Chan, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC James E. Congdon, MC
LTC Irwin B, Dabe, MC
MAJ Thomas M. Baker, MC
MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC

WORK UNIT NO: 82/10

TECHNICAL OBJECTIVE

To determine the response rate and remission duration using Velban
as a cortinuous IV infusion in patients with advanced solid tumors
refractory to all effective forms of conventional treatment; and
to define further the qualitative and quantitative toxicity of

the continuous infusion of Velban,

METHOD

Since the response rate of these tumors at this stage to any
particular agent or combination of agents has been dismal in the
past, it would be meaningful, if a response rate of >15% can be
established, to add this method to the existing regimens for the
treatment of refractory solid tumors such as breast cancer, non-
seminomatous testicular germ-cell cancer, small cell undiffer-
entiated cancer of the lung, renal cell cancer, ovarian cancer,
and lymphomas. This will be a single-armed study. The results
will be compared with historical data whenever available. All
patients registered on “his study will be considered evaluable
and be analyzed. Patients will be stratified according to tumor
cell types. 1In the case of breast cancer, further substratifica-
tion into ER+/~ and pre- vs post-menopausal status will be carried
out. Vinblastine will be given as a continuous infusion over
five days every three weeks, provided there has been recovery
from hematologic toxicity.

PROGRESS

(82 09 - 83 09) A total of sixteen (4 entered in FY 83) patients
were infused with vinblastine at 1.5 mg/M2/24 hrs for 5 days. Four
patients received one cycle, seven received 2 cycles, two had

3 cycles, and one received 16 cycles. One patient has had nine
cycles to date, another has completed two courses, and both are
still on study. One patient with widely metastatic breast cancer
had stable disease for some 12 months. Another patient with




l-lllllIll--ulI-nIII-----u-u--u-l-un-----r_

Vinblastine - Continuous 5-Day Infusion in Refractory Advanced
Solid Tumors - Chan

ovarian cancer and prior IV bolus vinblastine achieved a partial
response. No fatal or life-threatening complications were seen;
myelosuppression was usually mild; nausea and vomiting were rare;
and neurotoxicity was not seen. The number of patients was too
small for conclusive analysis. Though generally well tolerated,
the treatment was not particularly effective in this group of
patients as reported elsewhere, However, stable disease or

even partial response was occasionally attained. The cost and
inconvenience were substantial,

A paper has been submitted for presentation at the 4th Annual
Current Concepts in Hematology and Oncology Meeting to be held
in February 1984.

STATUS: (O)
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TITLE: Conjunctival Biopsy in the Diagnosis ot Sarcolidosis
PRINCIPAL INVESTIGATOR: LTC Henry D, Covelli, MC

PROFESSIONAL ASSISTANTS: COL Stanley Sollie, MC
COL sStanley Allison, MC
LTC Jerome Beekman, ™MC
MAJ Bruce Hellin, MC
MAJ Leslie P. Fox, MC .;
MAJ Barry wWeled, MC ;
CPT Myron Whitehead, MC

WORK UNIT NO: 79/85

TECHNICAL OBJECTIVE

To evaluate the usefulness of conjunctival biopsy as a primary
means of diagnosing sarcoidosis.

METHOD 1

Patients with a tentative diagnosis of rarcoidosis based on ;
accepted clinical, radiologic, and biochemical criteria will !
have baseline evaluations to 1nclude chest x-ray, PPD and !
anergy battery, angiotension converting enzyme level, erythro-
cyte sedimentation rate, arterial blood gases, and pulmonary
function tests to assess disease activity. These patients i
will undergo slit lamp examination. Patients with conjunc- :
tival follicles will have those follicles biopsed and those

with normal appearing conjunctiva willl have random biopsies.

Tissue will be examined histologically for noncaseating epi-

thelioid yranulomata with hematoxylin and eosin stain. It

gJranulomata are observed, the specimen will be examined

utilizing polarized light microscopy and stained and examined

for acid fast bacilli and fungi. If no granulomata are

observed, no further examination will be done. Patients will

then be evaluated with transbronchial lung biopsy. If the

diagnosis is not established by this method, further 1nvasive

diagnostic procedures will not be done unless deemed necessary

for the management of the patient. Data on the field from

transbronchial biopsy will be compared to that from conjunctival

biopsy. In addition, disease activity as manifest by serum ACE

leavel will be correlated with biopsy positivity.

T T

PROGRESS

(82 09 - 83 0Y) Forty patients have been entered - ten during
FY 83 ~ with no adverse etfects. Data are now beiny analyzed.

STATUS:: (0)
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TITLE: Evaluation of High Dose vs Low Dose Corticosteroid in the
Treatment of Acute Bronchospasm

PRINCIPAL INVESTIGATOR: LTC Henry D. Covelli, MC
PROFESSIONAL ASSISTANTS: COL J. Waylon Black, MC

! COL Bruce L. Fariss, MC
LTC Gary Treece, MC

MAJ Arthur R. Knodel, MC
CPT James Wallingford, MC

WORK UNIT NO: 82764

TECHNICAL OBJECTIVES

To evaluate the optimal dose of corticosteroids used in the
treatment of acute exacerbations of bronchospasm and to asses
the difference in the duration of adrenal suppression betwes
low and high dose corticosteroid therapy.

METHOD

Approximately 50 patients hospitalized for an acute exacerbation of
bronchospasm from either chronic obstructive lung disease or asthma
will be evaluated in a double blind randomized trial. Treatment
will consist of the usual therapeutic measures of IV aminophylline
and orally inhaled bronchodilators. Then one of four corticosteroid
regimens will be used. Regimen 1: 125 mg of IV methylprednisolone
(MP) g 6 hrs x 3 days with a weaning oral prednisone dose of 60 mg
x 3 days, 40 mg x 3 days, and 20 mg x 3 days. Regimen 2: 125 mg of
IV MP g 6 hrs x 3 days with a weaning dose of oral prednisone of

30 mg x 3 days, 20 mg x 3 days, and 10 mg x 3 days. Regimen 3:

125 myg MP q day x 3 days, then a weaning dose or oral prednisone of
60 mg x 3 days, 40 mg x 3 days, and 20 mg x 3 days. Reygimen IV:
125 mg MP g day x 3 days, then a weaning dose of oral prednisone of
30 mg x 3 days, 20 mg x 3 days, and 10 mg x 3 days. A placebo of
IV gylucose will be given q 6 hrs to patients receiving regimens

3 and 4. Routine studies such as eosinophil counts and peak expir-
atory flow rates (spirometry) will be performed during this time.
After discharge, patients will be evaluated with a cortrosyn stim-
ulation test one or two weeks after discontinuing a weaning dose

of oral prednisone. If the cortrosyn stimulation test is abnormal,
a repeat study will be performed weekly until it normal.

PROGRESS

(82 09 - 83 09) Twenty-five patients have been entered - all
during FY 83, The pblinded code will not be broken until fifty
patients have been entered,

STATUS: (0O)




TITLE: Evaluation ot Androuger _cvels in Patients with Cnronlc
Obstructive ™_.Lwonary Disease and Sleep Apnea

PRT._LPAL INVESTIGATOR: LTC Henry D. Covelli, MC

PROFESSTIONAL ASSISTANTS: COL Bruce L. Fariss, MC
COL sStephen R, Plymate, MC
MAJ Arthur R. Knodel, MC y
MAJ Robert W. Taylor, MC ’A
Marueeen Nuccio, M.D., Amer Lake V.A., Hosp
Leonard sartf, RRT, DAC

WORK UNIT NO: 383/77

TECHNICAL OBJECTIVE

To compare patients with obstructive lunyg disease without sleep "J
apnea to patients with carbon dioxide retention but no evidence , 1
of sleep apnea and to patients with a diagnosis of sleep-apnea. ,
Also to evaluate the side effects of exoyenous testosterone in |
patients receiving this agent for urological problems. ;

METHOD ’

This study will evaluate three different groups of male patiencs '
in the following categories:

Group I: Fifteen male patients with obstructive lunyg disease
without CO, retention. Hormonal levels will be evaluated by
measurement of total serum testosterone, tree serum testos-
terone, estradiol, 17-OH proygyesterone, and proyesterone,

Sleep apnea studies will be performed at the VA Medical Center.

Group Il1: Fifteen male patients with obstructive lung dis:ase
with CO, retention. Hormone level analysis and sleep apnea
studies as in Group 1.

Group III: Fifteen male patients who have a diagnosis of sleep-
apnea and have previously had sleep studies will be evaluated
with serum hormonal analysis,

Data will be analyzed using analysis of variance.
PROGRESS

(83 09 - 83 09) This is a new study and has not been started
to date.

STATUS ¢ (0)

103




TITLE: 5S-Azacytadine i1n Acute Leukemia
PRINCIPAL INVESTIGATOR: LTC lrwin Dabe, MC

PROFESSIONAL ASSISTANTS: COL Friedrich Stutz, MC
MAJ Lauren Colman, MC

WORK UNIT NO: 80/19

TECHNICAL OBJECTIVE

To examine the etficacy of 5-Azacytadine in patients with acute
leukemia retractory to conventional therapy.

METHOD

5-Azacytadine will pbe given in a dose of 300 mg/MZ/day for 5 days
in three or four divided doses each day. Courses will be repeated
every three weeks unless there 1s earlier evidence ot recovery
from myelotoxicity. If bone marrow cellularity 1s less than 20%
at three weeks from the last course, chemotherapy will be withheld
until marrow cellularity exceeds 20%. Dosages for the next course
will then be reduced by one third. It there is no improvement

in the bone marrow atter the initial course, the drug dosage for
the second course will be increased by one third,

PROGRESS

{82 09 - 83 0Y) Two patients were treated on this study 1in

FY 80 with very little response to the drugs, followed by
death from uncontrolled leukemia, No patients were entered
during FY 81 or FY 82. One patient was entered during FY 83
and developed a temperature spike to 105° after the first dose.
Her temperature remained normal for the next two doses, but
the patient developed cellulitis of the lower right leg which
resolved upon discontinuation of the drug. The patient was
restarted on 5-azacytadine, but PB vlasts reappeared by day 20
confirmed by bone marrow aspirate., No further S-azacytadine
was given and the patient later expired,

STATUS: (0)
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TITLE: The Ettects of Thyroid Hormone on Sex sterold Binding
Glopbulin

PRINCIPAL INVESTIGATOR: MAJ Michael K. Fincher, MC

PROFESSTONAL ASSISTANTS: COL bruce Fariss, MC
LTC Stepnen Plymate, MC
LTC Gary Treece, MC
MAJ Allan Avbel, MC
MAJ Robert Jackson, MC

WORK UNIT NO: 82/06

TECHNICAL OBJECTIVE

To determine the ettects of thyroid hormone on sex-steroid
binding globulin (SSBG),

METHOD

Male and female patients (approximately 20 total) will have
plasma estradiol, testosterone, and $sSBG levels drawn as well

4s LH and | 3H whe, tivst presenting with hyperthyroidism before
any treatment except propranolol., Following treatment, SSBG
levels will be drawn every two weeks until the patlient becomes
ecuthyroid or until he becomes hypothyroid. 1In addition to the
SSHG parameters, TSH, Ty, T3 uptake and T3 by RIA will be drawn
at each visit, The results will be analyzed by linear reygression
analysis,

PROGRESS

(82 09 - 83 UY) Six patients were entered in the study, none
furinjy FY 83, No conclusions could be drawn from the data
wcumulatea,

STATUS ¢ (T)
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TITLE: The Effects ot Hyperthyroidism on Serum Zinc, Iron, and
Copper Values 1n the Sprague-bawley Rat

PRINCIPAL INVESTIGATOR: MAJ Michael Fincher, MC
PROFESSTONAL ASSISTANTS: COL HBruce Fariss, MC
COL Stephen Plymate, MC
LTC Gary Treece, MC
MAJ James Little, MSC

WORK UNIT NO: 83/27

TECHNICAL OBJECTIVE

To determine the ettect of thyroxine on serum copper, zinc, iron,
territin, and ceruloplasmin in Sprague-Dawley rats and to ccrrelate
these findinys with reported observations in human patients with
thyrotoxicosis.

METHOD

Thirty (30) male Sprague-Dawley rats, approximately 8 weeks of age,
weighing between 200 and 250 gm will be will be allowed access to
food and water ~7 T 7L 7Eye Control and experimental rats will
be injected intraperitoneally daily with either 1.0 ml saline
(control) or 30 pym L-thyroxine (T4) in saline (experimental).
Fach group will consist of fifteen rats and on days 0, 14, 28,
and 56 both control and experimental groups will be anesthetized
with halothane and bled by cardiac puncture. Serum copper, zing,
and iron will be measured by atomic absorption. Serum total Ty,
free Ty, ceruloplasmin, and ferritin will be measured by radio-
immunoassay. Results of control and experimental groups will

be compared by the unpaired Student's t Test.

PROGRESS

(82 11 - 83 09) Serum T4, T3, copper, and iron were measured

in ten male and ten female rats in both the control and the
experimental groups. Female rats were shown to have lower basal
serum T4 concentrations than male rats. This may, in part, be
due to enhanced metabolism and/or excretion of thyroxine in the
female rats. In the levothyroxine injected rats, the serum Ty
value became elevated in the male but not the female (again,
possibly due to enhanced metabolism or clearance of T4 in the
female). sSerum copper fell in the rats as T4 rose in the serum,
serum iron values were inconsistent and reflected no definite
pattern in the control versus the experimental animals., Method-
ology is still being worked out to determine serum zinc values
by atomic absorption in these animals.

PRESENTATION: Fincher, ME, Little, JS, Plymate, SR and Fariss, BL:
Ef fect ot Hyperthyroidism in the Rat on Body Weight,
Serum Copper, and Serum Iron. Presented to Society
of Uniformed Endocrinologists Meeting, San Antonio,
TX, 7-8 June 1983,

STATUS @ (0)
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TITLE: Therapy of the Costochondralgia Syndrome - A Randomized
Controlled Therapeutic Study

PRINCIPAL INVESTIGATOR: MAJ James D. Fitz, MC

PROFESSTIONAL ASSISTANTS: LTC Michael J. Weaver, MC
CPT Donald R, Skillman, MC

WORK UNIT NO: 83/38

TECHNICAL OBJECTIVE

To evaluate the efficacy, when treating anterior chest wall pain

of an oral analgesic; an injection ot anesthetic/steroid suspen-

sion; a combination of oral analgesic and the anesthetic/ steroid
injection; and a placebo.

METHOD

Inclusion criteria will be anterior chest wall pain which is
replicated by palpation or pressure upon costochondral junctions.
Exclusion criteria will be allergy or other reaction to local
anesthetics, steroids, or aspiriu or underlying cardiopulmonary
or esophageal conditions which in the opinion of the evaluating
physician account for the pain syndrome.

Approximately 100 patients will be randomized into five treatment
groups. Group A will receive an injection of a combination of
local anesthetic (Marcaine Hcl®) plus steroid (Aristospan®) in
addition to oral Ecotrin. Group B will receive an injection of
the anesthetic plus steroid in addition to an oral placebo.
Group C will receive Ecotrin. Group D will receive an injection
of normal saline in addition to an oral placebo. Group E will
receive an oral placebo only. Patients will be given a diary in
which to record daily assessment of pain and will return the
diary on the 14th day following injection. An objective evalua-
tion of tenderness will be performed by the use of "Dolorometer"”
prior to injection, 30 minutes following injection, and then on
days 1, 2, 3, 7, and 14. Patients in each group will be given
an oral non-anti-inflammatory analgesic for PRN use,

PROGRESS

(83 01 - 83 09) Fourteen patients were entered into the study
study and randomized to one of three groups (Ecotrin, placebo,
Ecotrin plus injection of anesthetic plus steroid). Preliminary
evaluation of the results to date indicate that not enough
patients have been entered to achieve clinical or statistical
significance. More patients will be enrolled.

STATUS: (0)
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TITLE: Prospective Evaluation ot Clinical, X-Ray, Histologic,
Scintigyraphic and Microbiologic Characteristics of
Diabetic Feet

PRINCIPAL INVESTIGATOR: coT John Gnann, M(C

PROFESSTIONAL ASSISTANT: LL.TC Thomas Parr, MC
MAJ Shannon Harrison, MC

WORK UNIT NO: 83/51

TECHNICAL OBJECTIVE

To correlate specitic x-ray, scintigraphic, clinical and micro-
biologic characteristics with each other and with the histology
of the diseased diabetic foot so clinicians may better manage
their patients.

METHOD

This will be a blinded, multicenter study with 30 patients
entered study-wide.,

Eligibility: Any diabetic patient whose physician for any reason
has decided with the patient that amputation of the foot 1is
indicated except for urgency of surgery which would preclude
diagnostic studies and pregnancy. It is not necessary for a
patient to have probable infection to be entered into the study
as they will be a natural control group.

The following diagnostic procedures will be performed: radiograph
of the foot to be amputated in the dorsal and lateral views; bone
scan of the part to be amputated; two intra-operative trephine
biopsies of any radiolucent areas or areas of elevated periosteum
(one will be fixed for histology and one will be cultured for
anaerobes and aerobes); neurologic examination of the foot to
include vibration, proprioception reflexes to pinprick and light
touch; (e) manual palpation of the D. pedis and P. tibial pulses;
and aerobic and anaerobic cultures of drainage from sinuses.
Doppler determination is important but not required.

Data Analysis: The histology will be compared to radiographs and
scans and the results of the trephine biopsy. The sensitivity and
specificity of the trephine and the radiologic studies will be
determined relative to the histology. The clinical worksheets
will be evaluated to see if there are any clinical characteristics
which are peculiar to bone infections.

PROGRESS

(83 03 - 83 09) The study has been inactive due to the departure
of MAJ Harrison who was the original principal investigator. No
patients have been enrolled in the study. The study will be
activated in the near future with Dr. Gnann as the principal

investigator,

STATUS @ (0)
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TITLE: Metronidazole Pharmacokinetics and Metabolism in Liver
Disease, Ayging, and Drug-Drug lnteractions

PRINCIPAL INVESTIGATOR: MAJ Shannon Harrison, MC
PROFESSIONAL ASSISTANTS: CPT David W, Towle, MSC
Lawrence L. Pelletier, Jr., M.D.,
American [Lake VA Medical Center
Robert vestal, M.D.,
Boise VA Medical Center

WORK UNIT NO: 82/33

TECHNICAL OBJECTIVE

To compare the levels of metronidazole and its two major metab-
olites to see it metabolites accumulate in liver patients with
liver disease; to attempt to define the contribution of active
metabolites to the therapeutic outcome in patients with serious
anaerobic infections; and to develop yuidelines for metronidazole
dosage in patients with liver disease,.

METHOD

This protocol will be done in conjunction with the American Lake
VA Medical Center, Tacoma, WA, and the Bosie VA Medical Center,
Twenty patients with liver disease and ten controls with proven or
suspected anaerobic infection requiring in-hospital antimicrobial
therapy will be enrolled. Metronidazole will be administered 1V
and serum levels of metronidazole and its two major metabolites
will be determined. Serum levels will be correlated to the
minimum inhibitory concentration of metronidazole and the two
metabolites, results of serial cultures, and clinical outcome,
Dosage will be adjusted to maintain therapeutic serum levels and
any reduction in dosage correlated with the type and severity of
liver disease. 1In subsequent studies, the investigators will
determine whether metronidazole metabolism is altered in patients
over 70 years and in individuals receiving phenytoin or cimetidine.,

PROGRESS
(82 09 - 83 07) No patients were entered on this protocol due to

the departure of the principal investigator and the departure of
the co-investigator from the American Lake VA Hospital.

STATUS : (T)




TITLE: Double-Blinded Prospective Placebo Controlled Trial of
Doxycycline in Treatment of Leptospirosis

PRINCIPAL INVESTIGATOR: MAJ Shannon Harrison, MC
PROFESSTIONAL ASSTS: MAJ James W. Higbee, MSC
WORK UNIT NO: 83/06
METHOD
To determine whether doxycycline, 200 mg/day by mouth, will modify

the course of leptospirosis.

TECHNICAL OBJECTIVE

This is a multicenter, double-blind, placebo-controlled efficacy
trial against naturally-acquired disease. Patients will be

treated with doxycycline or a placebo. Temperatures and blood
cultures for leptospirosis will be followed for differences in
responses. Leptospirosis will be defined as a positive blood or
urine culture for Leptospira or a four-fold rise in antibody to

a specific leptospiral serovar by the microagglutination technique.

PROGRESS

(82 10 - 83 07) Sixteen (16) patients were admissible by culture

or serology. One half were treated with placebo and the other half
were treated with doxycycline. When the data were compiled with
data from 14 patients from Fort Bragg, NC, and results computed,
there was a mean difference of 2.5 febrile days with treatment.

A paper will be completed from this protocol by Dr. Harrison and
Dr. Bruce McClain at WRAIR,

STATUS: (C)
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TITLE: Comparison of Ticarcillin/Tobramycin vs Mezlocillin/
Tobramycin in the Empiric Treatment of Acutely
Decompensating Intensive Care Unit Patients

PRINCIPAL INVESTIGATOR: MAJ Shannon M. Harrison, MC
PROFESSIONAL ASSISTANTS: COL Joel W. Black, MC

LTC James Conydon, MC

MAC. James W. Higbee, MC

CPT Michael W. Spangler, MC
WORK UNIT NO: 83/29

TECHNICAL OBJECTIVE

To assess the control of infection and appropriateness of empiric
antibiotic coverage in the acutely decompensating postoperative
or medical intensive care unit patients; to assess the effect on
electrolytes with special attention to hypokalemia in the use of
these broad spectrum penicillins; and to assess platelet function
and quantity when these broad spectrum penicillins are used.

METHOD

Entry Criteria (30 subjects): acute decompensation as defined by
a temperature >»100.6°F, two values, white count increased >2000,
decrease of systemic vascular resistance or in peripheral arterial
pressure, or clinical suspicion of impending bacterial shock and a
situation which would usually cell for a broad spectrum penicillin :
plus an aminoygylycoside for empiric coverage, !

Treatment: 3 gm Ticarcillin or mezlocillin IV g4h plus 2 mg/ky
Tobramycin IV loading dose, to be adjusted by creatinine clearance,
Randomized by pharmacy with table of random numbers. Treat for

72 hrs or until clinical situation changes. No antipyretics. It
culture is negative, D/C medications at 72 hours or when clinical
judgment deems appropriate. If cultures are positive and organisms
are not sensitive, off study and replacement with other agents.

Laboratory: Bleeding time (simplate) 1f platlets 100,000 3t 47 hrs,
ays, and end of treatment. SMAC on beqginning protocol, at 48 nr,

7 days, and the end of treatment. Platelet count on admission, at

483 hrs, 6 days, and end of treatment, Tobramycin levels, peak and

trough, second and fifth, and every 3 days, MIC's on positive cul-

tures to Ticar, CARB, aminoglycosides, Mezlocillin, and probably

third generation Cephalosporins. Cultures of blood x 3; sputum

with gram stain; urine with jram stain; throat and local sit.e,

PROGRESS

5 (82 11 - 83 09) One patient was treated. He survived and did
well. Some bacteria were resistant to mezlocillan,
This protocol was terminated due t o the departare ot the prancapal

investijator,

STATHS @ (]
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TITLE: Cefotaxime in the Treatment of Rabbit Syphilomas
PRINCIPAL INVESTIGATOR: MAJ Shannon M, Harrison, MC

PROFESSTONAL ASSISTANT: MAJ James W. Hlgbee, MSC
CPT Paul ¥. McKenney, MC

WORK UNIT NO: 83/5])

TECHNICAL OBJECTIVE

To determine treponemicidal doses and the etticacy ot single-
dose cefotaxime in the treatment ot early syphilis, using a

rabbit testicular syphiloma model.

METHOD

Phase 1: &HEstimate my/ky dose (dose X) ot cefotaxime expected to
provide treponemicidal serum levels in rabbits and set up biossay
tor levels ausingy microtiter method, Construct dose-serum level
curve tor rablhirs using peak serum levels obtained atter IM
injection ot Jdose X, 0,1X and 10X.

Phase 1l: Ascertaln that all (30) rabbits have negative RPR test.
Harvest treponemes trom stored testicular extract into basal
reducing media and confirm treponemal activity by darkfield exam.
Inject nalt the rabbits intratesticularly with 106 - 107 treponemes.
cJontirm development of orchitis (expected within 10-14 days) by
ex1m and seroconversion of RPR., Treat svphilitic rabbits with
elther sinjgle-dose cetotaxime IM {(doses X, 0.1X, and 10X) or with
controls ot high-dose peniciliin G or 0.9% NaCl. Determine peak
serum levels of antibiotic in treated rabbits. Sacrifice treated
rabbits atter 14 Jdays, harvest testres and extract remaining
surviving spirochetes., 1Inject supernatant containing spirochetes
into unintected group ot rabbits to determine infectivity (by
rechecking tor orchitis and seroconversion of RPR after 14 days).

PROGRESS

(83 01 - 83 07) Five adult New Zealand white rabbits RPR negative
tor Treenawemp na’79,m were injected intratesticularly with
intective douses., None of the rabbits developed syphilomas and
~ere RPR and FTA neyative., The negative results were probuably
caused by an accidental temperature inactivation or attenuation

ot the organism which resulted in a low infectivity rate.

The protocol was terminated due to the departure of th principal
1Nve st l<)d‘ ar.,

STATIS ¢ er)




TITLE: Intracoronary Thrombolysis with Streptokinase in the
Hyperacute Phase of Myocardial Intarction (Western
Washington Randomized Trial)

PRINCIPAL INVESTIGATOR: COL John C. Hill, MC

PROFESSIONAL ASSISTANTS: COL W, Theodore Steudel, MC

LTC Royger ¥F. Chamusco, MC
LTC John W. Kirk, MC

WORK UNIT NO: 81/114

TECHNICAIL OBJECTIVE

To determine the etticacy ot intracoronary thrombolysis in the
therapy ot acute transmural myocardial infarction,

METHOD

This will be a randomized community-wide therapeutic trial., To
qualify, patients must be <75 years of ayge and in reasonably good
health and functional state prior to the acute event. Patients
tound, on arteriogyraphy and ventriculography, to have thrombosis
ot the coronary artery supplying the ischemic region of myocardium
will enter the randomized trial. Control patients will be main-
tained on IV heparin and then coumadin for the remainder of their
hospitalization. Patients randomized to Streptckinase will receive
4,000 units/min into the thrombosed vessel for a period of up to
60 min. Arteriography of the thrombosed vessel will be done every
15 min or when clot lysis is suspected. Following thrombolysis or
after 60 min of Streptokinase intusion, the patient will undergo
repeat left ventriculography and then monitored on 1V heparin tor
four days and on coumadin until hospital discharge. Treatment and
control groups will undergo identical evaluation including serial
enzymes and electrocardiograms and early (12-48 hr) and follow-up
isotope ventriculograms (l2-16 days). Follow-up tomographic
thallium 1maging for the quantitication ot inftfarct size will be at
25-35 days tollowinyg study.

(81 09 - 83 02) This study has been completed with the randomization
of 250 subjects, I'he FDA has approved intracoronary administration
of streptokinase 1n acute MI,  The 1nitial experience would suggest
salvage of myocardium by this therapy In those patients treated
within the first five hours,

PRESENTATION:  Army Association ot Cardiology, May 1982.

STATUS . ()
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TITLE: Effects of somatostatin on Plasma Insulin and Glucayon
in Sheep

PRINCIPAL INVESTIGATOR: MAJ Robert Jackson, MC
PROFESSIONAL ASSISTANT: COL Bruce L., Fariss, MC

WORK UNIT NO: 82/62

TECHNICAL OBJECTIVE

To examine the effects of somatostatin on insulin and glucagon
release from the sheep pancreas,

METHOD

Six adult female sheep, after a 24-hr fast, will be immobilized
and an intravenous catheter inserted into the juqgular vein for
the introduction of test substances. Another catheter will be
inserted into the contralateral jugular vein for withdrawal of
blood samples. Each sheep will receive an infusion of a solution
of sodium butyrate 1.25 mM/kg of body weight adjusted to a pH

of 7.4. Blood samples will be drawn every 10 min for the next
90 min and analyzed for insulin, glucagon and glucose. Two
weeks later the sheep will receive an infusion of somatostatin
0.8 mcyg/kg/min and blood specimens drawn every 10 min for 90 min
for insulin, glucagon, and glucose, While the somatostatin 1is
infusing, the sheep will be given sodium butyrate 0.2 nmole/ky
body weight and blood samples aygain drawn every 10 min for

90 min and sent for glucagon, insulin, and glucose. Plasma
glucose will be measured by the glucose oxidase method,

PROGRESS

({82 V9 - 83 09) Sodium butyrate causes the release of insulin
and glucagon to very high levels in sheep. Somatostatin will
block the release of both insulin and glucagon. Sodium butyrate
will not break through the blockage of somatostatin. Total
pancreatectomy shows comparable levels of insulin as seen In
those animals given somatostatin,

STATUS ¢ (C)




TITLE: Rejulation and Xinetics of Fatty Acid Activation in Liver
amnd sSkeletal Muscle

PRINCIPAL INVESTIGATOR: MAJ Robert L. Jones, MC
PROFESSIONAL ASSISTANTS: COL Bruce L. Fariss, MC
COL Stephen R, Plymate, MC
LTC Gary L. Treece, MC
MAJ James S, Little, MSC
WORK UNIT NO: 33,709

TECHNICAL OBJECTIVE

To explore the cellular and hormonal mechanisms which control
the rate of mitochondrial fatty acid activation.

METHOD

Thirty (30) male rats (6-8 in each phase) will be the source of
enzyme used in these experiments. After sacrifice by decapita-

tion, mitochondria will be prepared from the guadriceps femoris "
muscle group and liver using ditferential centrifugation or a

gradient. Ligase activity will be measured using a modification
of the radiochemicalmillipore filter assay proposed by Polokoff
and Bell. Approximately 0.03 uCi of (3H)-coenzyme A will be used
per assay. The initial phase phase of the study will consist of
re-establishing thae basic assay and kinetic parameters of the
enzyme from each tissue and preparative methodoloyy. The second
phase will involve examining the effects of various known intra-
cellular mediators (calcium, cAMP) and cytoplasmic fractions on
enzymatic rate. The third phase will analyze the action of
insulin and glucagon on ligase activity by preincubating these
hormones with crude tissue homogenates or other cellular compo-
nents and mitochondria. The majority of attention will be paid

to effects on palmitic acid kinetics by holding all other reac-
tants and cofactors at saturating concentrations while varying
palmitate levels. FEach experiment will be run in a paired

fashion with tissue from each animal serving as 1ts own control.
Fnzymatic rates will be normalized to nanomoles palmitoyl CoA
formed/minute/mg protein., Maximal velocity will be experimentally
determined and Michaelis constants will be calculated using
Cleland's hyperbolic best-fit formulation. Statistical analysis
will be performed using a paired t test or analysis of variance,

PROGRESS

(82 10 - 83 09) Both liver and muscle tissue have been obtained
from control rats (n=14), thyrotoxic rats (n=12), aged rats
(n=8), and fasted rats (n=12). These tissue samples are being
held at -70°C awaiting measurement of ligase activity,

STATUS ¢ {0




FITLE: Studies on Fatty Acid Activation in Spermatozoa:
Kinetics and ilocalization

PRINCIPAL INVESTIGATOR: MAJ Robert K. Jones, MC

PROFESSTONAL ASSISTANTS: CUL Bruce L. Fariss, MC
COL. Stephen R. Plymate, MC

WORK UNIT NO: 33/81

TECHNICAL OBJBECTIVE

To detine the kinetic characteristics and cellular localization
of the enzyme system responsible tor the initiation of saturated
fatty acid metabolism in spermatozoa.

METHOD

Normal human semen samples will be use to establish a ligase
assay. Ligase activity will be measured using a sensitive radio-
ligand/millipore filter procedure that utilizes (3H)-coenzyme A

as the radiocactive trace. Approximately 0.2 microcuries of (3H)
will be present in each individual assay. The samples will be
centrifuged at 2800y for 10 minutes at room temperature, the
seminal plasma supernatant will be discarded, and the sperm pellet
will be resuspended in an isotonic buffer. This sperm mixture
will be recentritfuged and washed twice prior to use. Atter the
final centrifugation, the pellet will be diluted in a potassium
enriched buftfer to achieve a sperm density ot 200 million per ml.,
The assay mixture will contain palmitic acid, ATP, Myg++ and CoASH
and will be initiated by the addition of the washed sperm prepara-
tion. Time and protein dependency curves will be run to determine
the length of incubation needed to achieve first order kinetics

in the measurement of initial velocities. Both Lineweaver-Burk
plots and hyperbolic best-fit will be used to calculate approx-
imate Km values for each substrate. Temperature, pH curves, and
rates with alternate substrates wil alsc be run., Enzyme location/
latency will be determined by assayiny separate cell fractions
prepared by sonication and differential centrifugation of the
isolated sperm., The effects of sufhydrl reagents, albumin, and
detergents will be studied to assist in estimation of latency.

PORGRESS

(83 09 - 83 09) Ligase activity has been identified in intact
spermatozoa and can be readily solubilized with 1.0% Triton X100,
However, enzymatic activity is not present in seminal plasma,.
This reaction is dependent upon time, temperature, and added
protein and requires ATP, Mg++, palmitic acid, and coenzyme A.
The Km (approximate) has been determined for ATP and coenzyme A
{1.4 mM and 4 uM respectively). Technical difficulties have
precluded an accurate estimation of the Km for palmitic acid.

STATHS ¢ (0)




TiTl.ee:  Theophylline Induced selzure: Prrreasedt Susceptibility

with Prior Episode

PRINCIPAL INVESTIGATOR: MAJ Arthur R. Knodel, ™MC
C Jerome F. Reeckman, MO

JTC Henry D, Covelll, MC

[LTC Georgio Turella, MO

MAJ Stanely P. [iebenbery, VO
MAJ Tames ¢, Little, MsC

PROFESSTONAL ASSISTANTS: L

WORK UNIT Nz 51./96

TECHNICAL OBJECTIVE

To evaluate whether the selzure threshold for theophylline 1s
altered by a prior theophylline induced seizure.

METHOD

Ten beajle dogs will nave continuous BEG monitoring., An arteri-]
line will be used to draw serum theophylline levels while 23 venous
line will serve for the 1nfusion. A baseline EEG will be obtailned
and the animal will then be given a theophylline bolus, a linear
decreasing concentration of theophylline, and a continuous infusion

of theophylline. This will result in an immediately achieved steady

state level of serum theophylline., Five, fifteen, and thirty min
after the pbolus, serum theophylline determinations will be made
to assure a steady state level. Every one-half hour the dosage
nf theophylline will be increased to achieve a 10 mg/mm increment
of theophylline., This will be continued until an FEG documented
seizure occurs. One week later the study will be repeated on the
same dogs to detormine if their threshold has been altered by the

prior theophylline induced seizure,

PROGRESS
(82 09 - 83 09) TInitially, beagyle dogs were the experiment al
animals used in this study. Utilizingy cuvare, the first dog
died approximately 15 minutes after he was parvalyzed and placed
on mechanical ventilation. During the study on the second dog,
in which pavalon was used, the animal experienced cardiopulmoenary
instability, but was fortunately resuscitated, At this time, it
was elected to change the experimental animal from a paralyzed
dog to an awake sheep which would be suspended 1n a sling, which
required an implantable electrode in the brain to obtain an FEG.
The protocol was terminated due t»o the inability of obtaininy

the implantable electrode.

STATUS 3 (1)
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FITLE:  Face Mask CPAP ror Preventlion of Post-0p Atelectasls
PRINCIPAL INVESTIGATOR: MAJ Arthuar k. Knodel, MO

PROFESSTONAL Ass s TANTS: Coll Waylon J, Black, MC
LTC Henry D, Covelli, MC
LIC Michael Moon, MC
CPT Rlicvhard bearman, MC
CPT Willlilam Weaver, MC
Donald Wintrey, DAC

WORK UNIT NO: 82/72

TECHNICAL OBJECTIVE

To evaluate the usefullness ot continuous positive airway
pressure (CPAP) delivered by a face mask as a prophylactic E
me rsure 1n the prevention of post-operative pulmonary atelectasis.

METHOD l

One hunired patients underygoing elective abdominal or thoracic

surgery will be studied: Patients with acute pulmonary diseases, v
including ARDS, CHF, and pneumonia, diagnosed immediately post- \
operatively, will be excluded. No intubated patient will be i
included in the study. The patients will be randomly assigned ‘
to one of three groups: (1) control group - consevative therapy

of couyh deep breath; no device; (2) incentive spirometry

{3) CPAP by mask at a level of 10. All patients will get pre-

operative Instructions on the modality of the post-operative

therapy they will receive., Pre-operative evaluation will i
include pulmonary function test, arterial blood gyas, and chest

Xx-ray. Four hours post-operatively all of these studies will

be repeated, The patient will then be yiven a treatment

followed in 15-30 minutes by repeat pulmonary function test

and arterial blood gas. During waking hours the patient will

receive the treatment for 15 minutes every four hours,

Pulmonary function test, arterial blood gas, and chest x-ray

will be done at 24, 48, and 72 nhours. At that time the study

will be completed,.

PROGRESS
(82 09 - 83 09) Thirty four subjects have bheen entered. Data

will not be analyzed until 16 patients have been entered in each
group .

STATUS ¢ (0O)




TITLE: Theophylline [nduced Selzure: Pinreased Susceptibility
with Prior Epilsode

PRINCIPAL INVESTIGATOR: MAJ Arthur R. Knodel, MC .t

PROFESSTONAL ASSISTANTS: L'TC Jerome F, Becekman, MO
LTC Henry D. Covelli, MC
IL.TC Georgio Turella, MC ’
MAJ Stanely P. lLiehenbery, VC !
MAJ James S. Little, MsC

WORK UNI'T Ni)y: 81796

TECHNICAL OBJECTIVE

To evaluate whether the seizure threshold for theophylline is
altered by a prior theophylline induced seizure.,

L METHOD

Ten beagle dogs will have continuous EEG monitoring. An arterial
line will be used to draw serum theophylline levels while a venous
line will serve for the infusion. A baseline EEG will be obtained
and the animal will then be given a theophylline bolus, a linear
decreasing concentration of theophylline, and a continuous infusion
of theophylline. This will result in an immediately achieved steady
state level of serum theophylline. VFive, fifteen, and thirty min
after the bolus, serum theophylline determinations will be made

to assure a steady state level. Fvery one-half hour the dosage

of theophylline will be increased to achieve a 10 mg/mm increment
of theophylline. This will be continued until an EKG documented
selizure occurs. One week later the study will be repeated on the
same dogs to detormine if their threshold has been altered by the
prior theophylline induced seizure,

it e 0o e

PROGRESS

(82 09 - 83 09) Inittally, beagle doys were the experimental
animals used in this study. Utilizing curare, the first dog
died approximately 15 minutes after he was paralyzed ana placed
on mechanical ventilation., During the study on the second dog,
in which pavalon was used, the animal experienced cardiopulmonary
instability, but was fortunately resuscitated. At this time, it
was elected to change the experimental animal from a paralyzed
drgy to an awake sheep which would be suspended in a sling, which
required an implantable electrode in the brain to obtain an EEG.
The protocol was terminated due tn the inability of obtaining
the implantable electrode.

STATIIS ¢ ()




TITLE: FEftfect of Clgarette smoking on Plasma Carboxyhemoglonbin
and on the Dittustion Capacity of Carbon Monoxide

PRINCIPAL INVESTIGATOR: CPT Perry R. Lloyd, MC

PROFESSTONAL ASSTISTANTS: Leonard sarff, DAC

WORK NO: 83/66 ’

TECHNICAL OBJECTIVE

To evaluate the etfect of cigarette smoking on the diffusing
capacity of carbon monoxide (Dgn) and on the carboxyhemoglobin

(COHb) levels in cigarette smokers,

METHOD

Twenty to thirty consentinyg clgarette smokers (outpatient alert
men and women >18 years of age) will be asked not to smoke after
midnight before the day of testing. Routine PFT, D¢y, POy, COHDb,
Hb, height, and weight will be obtained in the morning before
testing. Subjects will then chaln smoke high carbon monoxde-
producing cigyarettes as noted in the Federal Trade Commission's
March 1983 report. This will be done in a room ventilated by a
wall fan, The number of cigarettes smoked by each subject will
not be controlled, but the number of cigarettes smoked by each
subject will be noted and results will be correlated according

to the number of cigarettes smoked. Repeat Dcp, POy, and COHDb
will be performed and a hemoyglobin will be obtained by a hemoygyram.
An arterial puncture of the radial artery will be performed both
before and after the smoking period with collection of 3-5 cc of
blood each time.

e s e et—— e+ AR bl

PROGRESS

(83 07 - 83 09) Patients are peing enrolled and testing will
begin in the near future.

STATUS: {0)
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TITLE: Arrhythmias with Bronchodilators
PRINCIPAIL INVESTIGATOR: CPT Perry R. Lloyd, M©

PROFESSTONAL ASSISTANTS: COL John ¢, Hill, MC
Anselmo Rodriqguez

WORK UNIT NO: 83/76 &

TECHNICAL OBJECTIVE

To evaluate the cardiac rhythm etfects ot broncholdilators in
chronic obstructive pulmonary disecase patients.

METHOD

Twenty (20) non-steroid dependent chronic ~bstructive pulmonary

disease outpatients with an FEV)/FVC <55% substantiated by

two sequencial PFT's, who maintain theophylline levels at

10-20 ugm/ml at six to eight hours atter their morning dose, X
and who use aerosolized metaproterenol or albuterol, will carry
two-channel Holter monitors on three occasions for 24 hr: once
with no beta-2 agonist, once with albuterol, and once with
metaproterenol. They will be asked asked to record times and
amounts of druys, caffeine, and alcohol used and to use no new {
drug therapies such as steroids or antibiotics for two weeks
prior to the initial Holter monitoring and until after completion
of all three monitorings. Prior to entry patients will have a
carcdiopulmonary exam and an EEG. An electronic electrographic
scanner will be used to record rhythm abnormalities by the time
of day in the standard format for interpretation. The ECG
interpreter will be blinded as to the inhaler used. Two weeks
prior to the initial testing while on a stable regimen, the
patients will have theophylline levels determined. Potassium
levels and an ear oximetry will be done prior to the first Holter
monitoring: a level of 3.5-5.0 K+ mEg/dl and an ear oximetry
indicating saturation of >90% will be required. Peak flow rates
will be measured before and after the Holter monitoring.

e e

Patients using beta-blocker therapy or any anti-arrhythmic wmedica-
tions or oral steroids up to two weeks prior Lo -and through the
testinyg, erythromycin and any of 1ts congeners, or any other anti-
biotics for airways disease will be excluded, as will patients
with histories of congestive heart failure, myocardial ischemia,
myocardial infarction, or ECG's sugygesting ischemia or infarction.

PROGRESS

(83 U9 - 83 09) New protocol; no patients entered to date,

STATUS (0)
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TITLE: Liver Function Tests in the Normal 2ostpartan Female
PRINCIPAIL INVESTIGATOR: CPr Paul F. McKenney, MC

PROFESSTONAL ASSTSCANTS: MAT V. Duane Bohman, MC
MAT aArthur S, Maslow, MC
MAT Thomas F, O'Meara, MC
Pl Stephen H. Koopneiners, MC

WORK UNIT NO: 33/32

TECHNICAL OBJECTIVE

To determine when liver tunction tests return to normal levets
after uncomplicated pregnancy and delivery.,

METHOD

One hundred third trimester patients with uncomplicated courses
will be interviewed on age, parity, alcohol intake, and medi-
cations, including contraceptives, Information on lactation
will be included after delivery. Patlents with a history of
hepatobiliary disease, renal disease, or diabetes will be excluded.
Blood samples will be obtained at 36-40 weeks, labor, one week
postpartum, two weeks postpartum if prior liver function tests
were abnormal, and at 6 weeks postpartum if prior liver function
tests were abnormal., Bilirubin, LDH, SGOT, GGT, alkaline phos-
phatase, serum protein, and albumin will be tested on a routine
SMAC.

ch e e e —— g .

PROGRESS

(83 01 - 83 09) No patients have been entered. Both

Dr. McKinney and Dr. Maslow have been reassigned. Dr. Amy
Tsuchida has agreed to assume responsiblity for this
protocol. Dr. Arthur Schipul from OB will assist on this
protocol to replace Dr. Maslow. Dr. Tsuchida will begin to
enter patients when she returns from TDY.

STATUS : (0)




TITLE: The Role ot Topical Anesthesya in tHpper Gastrointestinal
Endoscopy

PRINCILPAL INVESTIGATOR: MAJ [homas F, O'Meara, MC

PROFESSTONAL ASSISTANTS: MAJ Duane Bohman, MC
MAT Willis Jacob, MsC

WORK UNIT NO: ¥3,/36
TECHNLCAL OBJECTIVE

To Jdetermine whether topical anesthet (¢ spray cases the pertformance
of upper endoscopy.

METHOD

Elghty consecutive patients undergoing elective upper endoscopy
will be entered in the study with the tollowing exceptions:
alleryy to cetecalne, diazepam, or meperidine; significant under-
lying cardiopulmonary or liver discase; and pregnancy.

Patients will be premedicated with IV diazepam/meperedine, with
slurred speech, nystagmus, and drowsiness used as endpoints. The
physician will leave the room and the patient's posterior pharnyx
will ve sprayed by the assisting technician, utilizng a radmon-
ization sequence. The procedure will then be performed and will
be evaluated by both physician and patient. The patient will
assess throat soreness (tollowing procedure and 24 hours later),
ease of passadge ot the scope, and overall ease of procedure. The
agent will be sprayed in the room where the patient 1s so that
the physician will be unable to tell by the odor from the patient
which patient receives the agent and which receives the placebo.

PROGRES
(83 01 - 83 09) Seventy-five subjects were studied, The study
groups did not differ with respect to ayge, sex, nor averaye diaz-
zepam/meperidine dosage. No difterence was noted in the level
of sedation, physician/patient assessment ot scope passaye or
physician/patient assessment ot procedure's ease. No difference
could be detected as to the presence of sore throat immediately
following and 24 hours after endoscopy. When patients are ade-
quately sedated with diazepam/meperidine, the addition of a top-
ical anesthetic spray probably does not add to the ease of the
procedure or patient comfort. 1Its use may be avolded in such
patients to prevent the risks of aspiration or anaphylaxis,

PRESENTATION: O'Meara, T¥, Bohman, VD, and Jacob, WS: The Role of

Topical Anesthesia in Upper Gastrointestinal Endoscopy.

William Beaumont Army Medical Center G1 Symposium,
El Pasn, TX, March 19813,

STATUS : (C)
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TITLE: High Dose Intravenous Gammaglobulin for Chronic
Idiopathic Thrombocytopenic Purpura

PRINCIPAL INVESTIGATOR: MAJ Timothy J. O'Rourke, MC

PROFESSIONAL ASSISTANTS: COl Friedrich H, Stutz, MC
LTC James Congdon, MC
LTC Irwin H, Dabe, MC
MAJ Thomas M. Baker, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC

WORK NO: B83/62

TECHNICAL OBJECTIVES

To evaluate the efficacy of human immunogleobulin in treatment of
chronic idiopathic thrombocytopenic purpura (ITP) that has not
responded to conventional therapy and to observe changes in the
serum proteins pertinent to the immune system during therapy.

METHOD

This is to be a multicenter study among the Army MEDDACS. It is
anticipated that 5-6 patients will be needed to begin a valid
study. At MAMC, 1-2 patients per year are expected. All patients
with ITP documented by a compatible bone marrow picture and
absence of secondary etiologics will be eligible. This will be
restricted to patients who have failed conventional therapy,

have severe thrombocytopenia and/or have spontaneous hemorrhage.,
Patients who are otherwise being treated but have life-threatening
hemorrhage or who must undergo surgery may be included at the
discretion of the study coordinator.

Patients will be treated with 0.4 mg/kg/day I.V. gammaglobulin

as an infusion on each of five successive days. Should a response
occur, weekly or biweekly maintenance will be continued. If the
response is prolonged, the frequency will be lengthened and
ultimately stopped.

PROGRESS

(83 05 - 83 09) One patient was entered who did not respond
with a significant increase in platelet count and expired within
two weeks of the completion of treatment from an intracranial
hemorrhage.

STATUS: (0)




TITLE: An Evaluation of Local Anesthetic Skin lesting and
Progressive Challenge in Patlents with a History of an
Adverse Reaction to Local Anesthetics

PRINCIPAL 1INVESTIGATOR: LTC John M. Piersol, MC
PROFESSIONAL ASSISTANTS: COL H.S. Nelson, MC
LTC Richard Weber, MC
Bonnie Baswell, M.D.
Richard deShazo, M.D.
Richard Summers, M.D,

WORK UNIT NO: 82/21

TECHNICAL OBJECTIVE

To confirm the safety and usefulness of local skin testing and
progressive challenge in a large number of patients with histories
of previous suspected adverse reactions to local anesthetics.

Mi21 10D

After a history is taken, skin tests will be preformed as described
in the protocol and the 20 minute results reconrded. TIf the his-
tory suggests a severe prior reaction, skin tests and progressive
dose testing (PDT) may not be performed at the discretion of the
attending physician, If PDT is indicted, a LA that does not cross-
react with the LA implicated in the prior reaction will be used

for PDT. If the prior LA is unknown, a Group II LA will be chosen.
If the history suggests a delayed LA reaction, the patient will be
evaluated at 24 hours after initial evaluation., The patient will
be guestioned for any delayed symptoms and examined for delayed
physical findings at this time. An attempt will be made to obtailn
follow-up on the subsequent clinical history in each patient
regarding the LA use and the presence or absence of a reaction.
Serum (5cc) will be obtained from all patients with positive skin
tests or with reaction to PDT or subsequent LA administration and
frozen for subsequent analysis, including RAST or P-K testing.

PROGRESS

(82 10 - 82 12) Thirteen patients have been studied at MAMC

in previous years. Testing was negative on all patients and

the literature reports no positives; therefore, the investigators
determined that further testing on this protocol would not be
worthwhile,

STATUS : (C)
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TITLE:  The Role ot Phosphate in the Anemia of Chronic Renal Faillure.
PRINCTIPAL INVESTIGATOR:  COl bpoony S. shim, MC

PROFESSTONAL ASSTSTANTS: (ol stephen R, Plymate, MC
MA] kdward Lelonek, MC
CPI Wayne R, Heaton, MC
CPT Doujlas R. Hough, MC

WORK I'NT T NO: 82/60
TECHNICAL OBJECTIVE
I stady the role ot serum phosphate levels 1n the anemia ot
chronte renal tarlare patilents on maintenance hemodpalysis,
It his Deen proposed that parathyroid hormone 15 a utremic toxin.,

Tne contribution of secondary hyperparathyrondism to rthe anemia
ot hemodialysis patients will be studied, The elevated serum
phosphate levels and parathyrold hormone levels ot secondary
hyperpiarathyroidism are expected to be reduced with low phosphate
diet, oral phosphate binders, and Rocaltrol. The response of
the anemia to the treatment of the secondary hyperparathyroidisnm
will be evaluated.

METHOD

Subjects undergoing hemodialysis and patients with chronic renal
tailure and evidence of secondary hyperparathyroidism will be
studied. Patients with chronic constipation or documented non-
compliance will be excluded. Pre-study bloodwork for each patient
will include SMaA-20, CBC, serum iron/TIRC, serum ferritin, tolate,
B-12, and PTH level. Radiographs of the hands for evidence ot
secondary hyperparathyroidism will be done. All patients wilil
receive written and verbal instructions describing the study

and the need for compliance with a low phosphate diet, oral
phosphate binders, and Rocaltrol, a potent metabolite of vitamin
D given to manayge the hypocalcemia and reduce the elevated para-
thyroid hormone levels., Serum phosphate and calcium levels

will be monitored monthly during the study; the calcium phosphate
product will be maintained at <70. Alucaps or aluminum hydroxide
will be given to control serum phosphate levels, Patients will
be examined every two weeks for adverse side effects, The study
duration will be for a minimum of six months. At the end of

the study, all the pre-study bloodwork will be repeated. Radio-
graphs will be repeated only for patients with pre~study evidence
of bone cysts or subperiosteal resorption. FEach patient will
serve as his own control with pre-study values compared with
study values using the Student's t Test. Also each individual
wlll be compared with the qgroup.

PROGRESS

(82 09 - 83 09) Due to the departure of staff personnel, no
further progress has been made on this protocol and no patients
have been entered., With the recent assignment of MAJ Lelonek,
it is anticipated that work will begin on this protocol within
the next few months.

STATUS: (0)
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TIVLE: Comparison ot Tlicarcillin/Tobramycin vs Mezlocillin/
Tobramycin in the Empiri.c Treatment ot Febrile
sranulocytopenic patients

PRINCIPAL INVESTIGATOR: CPT Michael W. Spangler, MC

PROFESSTONAL ASSISTANTS: 1LLTC James Congdon, MC

MAJ Shannon Harrison, MC
MAJ James Higbee, MC

WORK UNIT NoO: 33248

TECHNICAL OKBJECTIVES

To assess the eftect on electrolytes, with special attention to
hypokalemia; assess platelet function and quantity; and assess con-

trol »f infection and appropriateness of empiric antiblotic coverage.

METHOD

This will be a randomized, double blind study of adult, febrile,
granuloccytopenic patients. The study will accrue patients until
30 documented infectious episodes are included.

Entry criteria: neuropenia, defined as <1000 segs plus bands;
fever, >100.6°F 39°C, two values, two hours apart; not on anti-
biotics for one week prior to study; creatinine clearance

>S50 ml/min or < 1.0 mg?; and if history of Pen allergy will
skin test, -

Treatment: 3 myg Mezlin IV q 4 hr plus 2 myg/kg Tobramycin 1V
loading dose, dose to be adjusted by Tobramycin levels, or 3 gm
Ticar IV q 4 hr plus 2 mg/kg Tobramycin IV loading dose, dose to

be adjusted by Tobramycin levels, Treat at least 3 days for
evaluation, treat at least 10 days if infection is documented.

No antipyretics. 1If cultures negative, discontinue medications
when granulocytes >1,000. [t cultures positive but not sensitive,
off protocol and treat according to disk sensitivity. If patient
has a druyg reaction or is febrile longer than 7 days, off protocol,.

PROGRESS

E (82 11 - 83 09) Four patients have been entered.

STATUS (0)




TITLE: The Incidence ot Unsuspected partial 21l-Hydroxylasce
Deticiency in Intertile Men witn ldiopathic Oligospernia

PRINCIPAL INVESTIGATOR: CPT Thomas B, Stanton, MC

PROFESSTONAL ASSISTANTS: COl. Bruce L. Fariss, MC
COL stephen R, Plymate, MC
LTC William Belville, MC
WORK UNIT No: 83715

TECHNICAL OBJECTIVE
To determine whether previously undiagnosed partial 2l-hydroxylase

deficiency is a siygnificant cause of reversible infertility in
nligospermic men.

METHOD

Fifty consecutive men Jdemonstrating ollgospermia or azoospermia
with normal serum FSH and seminal fructose on two consecutive
semen analyses will have thorouygh fertility work-ups and com-
plete physical exams., Subjects with well-documented orchitis,
cryptorchidism, excessive druyg or alcohol abuse, or systemic
illnesses which may result In intertility will be excluded.
Varicocele alone will not be grounds tor exclusion, Ten age-
matched men with normal semen analyses and evidence of fertility
by paternity will be the controls. Diagnostic evaluation will
include baseline serum testosterone, FSH, LH, prolactin, and a
24-hour urinary pregnanetriol determination. All subjects will
undergo an AM cortrosyn stimulation test with measurement of !
plasma cortisol and 17-hydroxyprogesterone (17-0HP) prior to

and 30 and 45 minutes after administration ot cortrosyn 25 my

IV push. Subjects with elevated baseline urinary pregnane-
triols and plasma 17-OHP levels or abnormally elevated 17-0HP
responses to ACTH stimulation will undergo HLA typing. Family
pedigrees will be constructed on subjects with 2l-hydroxylase
deficiency. Families will be studied clinically, kiochemically,
and with HLA typing, if possible. Patients with partial 21- hy-
droxylase deticiencies will be treated with yglucosterocorticoids.
Treatment will be monitored monthly by serum gonadotropin levels,
serial semen analyses, and paternity histories,

et e it e

PROGRESS

(11 82 - 83 09) FEight normal men and 25 men with i1diopathic
infertility were studied. The mean baseline 17-0OHP level was
higher in the infertile men, with tive having levels greater

than three standard deviations trom the men of the normal men,.
The stimulated value of 17-0OHP tor infertile men was higher than
in fertile men, and similarly the increase 1n 17-0HP after stimu-
lation was greater in the infertile men. Serum T was lower in
the infertile men and DHEA-S, ll-desoxycortisol, and cortisol
were not different between the two ygroups., This demonstrates a
defect in steroidogenesis in a subgroup ot infertile men follow-
ing cosyntropin stimulation, A paper has been accepted tor pre-
sentation at the Pacific Coast Fertility Society in October 1983,

STATUS ¢ () y
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TITLE: High Dose Oral Provera for ER+ and ER Unknown Metastatic
Breast Cancer in Post-menopausal Women

PRINCIPAL INVESTIGATOR: COL Friedrich H., Stutz, MC

PROFESSIONAL ASSISTANTS: MAJ Lauren K. Colman, MC
CPT Thomas M. Baker, MC

WORK UNIT NO: 81/101

TECHNICAL ORBJECTIVE

To determine whether or not Provera administered orally in a dose
of 800 my per day can cause regression ot recurrent breast cancer

occurring in the post-menopausal woman,

METHOD

Patients with histologically proven bLreast cancer who are at least
one year post-menopausal wlth extensive breast cancer are eligible
for this protocol. Patients with estrogen receptor positive tumor
are eligible as well as those where the estrogyen receptor status
is unknown. Patients must have measurable disease and will have

a careful preoperative evaluation and tollow-up. Treatment will
consist of 800 mg of oral Provera per day taken 1n divided dosec,
Treatment will continue tor as long as the tumor remains stable or
regresses. Unacceptable toxiclty or patient refusal of treatment
will be reasons for removal from the study.

PROGRESS

({82 09 - 83 UY) No suitable patients have been found to enter
on this protocol; thus, it has been terminated,

STATUS:: (1)
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TITLE: Syntex Laboratories #21-6276: Multicenter, Double-31ind, i
Randomized, Parallel Comparison of Two Different Dosage 1
Regyimens of Naproxen Sodium in Patients with Bone Pain :
NDue to Metastatic Cancer

PRINCIPAL INVESTIGATOR: COL Friedrich H, Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC
MAJ Thomas M, Baker, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC

WORK UNIT NO: 83/42

TECHNICAL OBJECTIVE

To compare the relative efficacy and safety of : higher total
daily dose of naproxen sodium (1650 mg per day tor three aays)
to a lower total daily dose (1100 myg on day 1, followed uy ‘
825 mg on days 2 and 3) in patients with moderate to severe, i
persistent, bone pain due to metastatic cancer,

METHOD ‘

This will be a multicenter, double-blind, randomized, parallel
comparison study of 3 days duration using in-paients or suitable
outpatients who will be randomly assigned to receive naproxen
sodium, 1650 mg/day, for 3 days or naproxen sodium, 1100 mg on day
1 followed by 825 mg on days 2 and 3. Patients will be asked to
evaluate pain severity using an analogue scale (0-99) every two
hours beginning 0600 and ending at 2200 each day.

PROGRESS

(83 02 - 83 09) Two patients were entered at MAMC. 1In bhoth
patients, pain was not adequately controlled. There are too tew
patients study-wide to draw any conclusions at this time,

STATUS:: (0)




TITLE: The Eftect ot Nephrosis on Treated Hypothyroidism
PRINCIPAL INVESTIGATOR: LTC Gary L. Treece, MC

PROFESSTONAL ASSISTANTS: COL Bruce L, Fariss, MC
COL Stanton Brown, MC
CUIL, Stephen R, Plymate, MC
MAJ Lawrence Agodoa, MC
MAJ Louis N, Pangaro, MC
MAJ David Turnbull, MsC
WORK UNITT NO: 31756

TECHNICAL OBJECTIVE

To document an anticipated increased dosage requirement for patients
with treated hypothyroidism who develop the nephrotic syndrome.
Related objectives include answers to the questions (1) doe nephrosis
unmask hypothyroidism and (2) does nephrosis mask hyperthyroidism?

METHOD

SUBJECTS: normals; normal treated with L-thyroxine for one month; i
subjects with hyperthyroidism; with hypothyroidism, primary un- '
treated; with hypothyrodism treated for one month with L-thyroxine;

with the nephrotic syndrome; subjects with the nephrotic syndrome !
treated for one month with L-thyroxine. All subjects will have

a8 24-hr urine for volume, creatinine, total protein, urine protein,
electrophoresis, Ty, and Ty completed. After an overnight fast

fast, blood will be drawn for SMAC-20, T4, T3 resin, T3 by RIA,

TSH, THAT (an extra tube will be drawn for free T4, reverse T3,

and TBG). A fasting TRH test will then be done and blcod for TS$H

will be drawn at 0, 30, and 60 mins post injection. The above

procedures will be repeated after at least 30 days on one or

more doses of T4 for the treated groups. Excluded will be:

urine protein electrophoresis will not be performed on urine

with a total protein of <150 mg for 24 hrs; patients with known

cardiovascular disease or age >50 years will be excluded from

the treated groups; and 24-hr urines will be obtained prior to

or at least 72 hours after the TRH test,

PROGRESS

(82 09 - 83 09) Five subjects have been entered (3 during FY 83).
The urinary T4 and T3 assays have yet to be fully developed. The
methodology has been selected, however, utilizing alkalinization
of the urine sample to dissociate the thyronine bound to urine
proteins with subsequent separation and concentration of the
thyronines using Sephadex columns, Buffer containing TBG (from
sera of pregnant patients) will be used to elute T, from the

Sephadex resulting in a competitive protein bindiny assay for
either Ty or Ty. Three patients with the nephrotic syndrome
and two patients with primary hypothyroidism have been studied.
There is insufficient data to allow any conclusions,

STATUS ¢ (0)
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TUILE Uhe Utility of lrinary Free Cortisol vt Monitor
Replacement Therapy tor Adrenal Insutticiency

PRINCIPAL INVESTIGATOR: LTC Gary L. Trecce, MC
PROFESSTONAL ASSISTANTS: Col, Bruce bFariss, MO
MAJ Robert Jackson, MO

WORK 1INT T NO: 32705

TECHNICAL OBJECTIVE

Hriisol as an objective parameter of therapy tnat may avold
>th under ang over medicating patilents with chronic adrenal
insufticiency.

ro evaluate the possible usetualness of monitoring urlnary free
Y
D

METHOD

Tvn euthyrold patients with spontaneous or surglcally inducer
adrenal i1nsufficiency will e evaluated., Patlents takiny Aldac-
rone will ant be included unless it can be withdrawn. Patient

tnvolvement will De divided into three parts., Durilng all three
parts, the dose of any mineralocorticoid will not he alterea,
Patients having been on previous maintenance dose ot jlucocor-
ricoid tor at least three days and free of acute i1llness will be
asked to collect two consecutive 24° urines for free cortisol,

17 LH corticosteroids, and creatinine. A fasting plasma cortisol,
an ACTH level, and a 2-hr post-douse cortisol will be drawn on

one of the days that the urine is being collected. Patlents

~ill then be asked to take an amount ot glucocorticoid, orally,
epuivalent to 50% of theilr maintenance dosage for seven days,
after which blood and urine will de obtained. Tf a difterence
should be found in any of the parameters between patients taking
hydrocortisone vs cortisone, several patients will pe asked to
switch tn an equivalent amounts of the other drug in the main-
tenance dosage for seven days aftetr which blood and urine will

ne abtained. If a difference should he tound i1n any of the
parameters petween patients taking mineralocorticoid and those

not taking such a drug, several patients on mineralocorticoid

will pe asked to discontinue the druy for 7 days and be restudied.
Also, several patients not taking mineralocorticoia will be asked
to take Florinef 0.1 mg/day orally tor 7 days and be restudied as
above, At the conclusion of the study, the patients will be

Jiven their maintenance dose and type of drug(s) unless otherwise
clinically indicated.

PROGRESS
(82 09 - 83 09) No subjects were studled during FY 83 as no
patients with primary adrenal insufticlency were available., The
Hlood and urine samples from the two previously studied patients
are in frozen storaqge to be analyzed later as part of a larger
group of samples that hopetully will be acgquired during the next
year in order to have o sufficlent number ot patients to allow
for statistical analysis ot the data,

STATIS @ {ey)
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| TITLE: The Fffect of Rapid, Short Term RBlood Glucose Control on
Leukocyte Function in Diabetic Patlents

PRINCIPAL INVESTIGATOR: LTC Gary L. Treece, MC

PROFESSTONAL ASSISTANTS: COL Bruce L. Fariss, MC
COL Stephen R. Plymate, MC .
MAJ Michael Fincher, MC »
MAJ James Higbee, MSC '
MAJ Robert . Jones, MC

.

WORK UNIT NO: 383/37

TECHNICAL OBJECTIVE

To study the effect on leukocyte function testing “»n »tns of

rapid and sustained normalization of blood glucose levels in

poorly controlled diabetic patients. Blood glucose control is

to be accomplished using the Biostator - GCIIS (Glucose Controlled

Insulin Infusion System). l

METHOD !

Six Type I and six Type II adult, non-pregnant, non-infected, !
poorly controlled diabetic patients will be the subjects for ;
this study. They will not be taking antibiotics, glucocorticoids '
or other drugs known to affect hormonal or cellular 1mmunity or

leukocyte or bacterial activity. Any diabetic drug therapy

will be discontinued during the period of Biostator Control.

After admission to the hospital, each patient will be connected to
the Bliostator, initially in Monitor Only mode, and blood for base-
line fasting blood glucose, insulin, SMA-20, CBC, blood culture,
triglycerides, Hg A Gy and leukocyte function will be drawn. The
Biostator will then be progyrammed to lower the blood glucose to
100 mg % and maintain the blood glucose at 100 mg % for 24-72
hours with the patient ingesting a weight maintaining diet divided
into sevenths (2/7, 2/7, 2/7, 1/7). Blood for leukocyte function
will be drawn at 2, 4, and 6 hours after normalization of blood
sugar and every 6 hours thereafter. Should it be determined

that leukocytic function can be altered with less than 6 hours

of blood glucose normalization, the Biostator will be programmed
to raise the blood glucose to 200 my % 12 hours prior to termina-
tion of the study period. After 6 hours of a sustained blood
glucose of 200 mg %, blood for leukocytic function will again be
drawn. Then the blood glucose will be raised to 300 mg % for an
additional 6 hours followed by repeat leukocytic function testing,
Binstator control of the patient's blood glucose will then be
terminated and the patient placed back on prior treatment regimen,
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The Eftect of Rapid, Short Term HBlood Glucose Control on Leukocyte
Function in Diabetic Patients - Trecce

PROGRESS

(83 01 - 83 09) The majority of effort expended on this protocol
has gone tcward the development ot the bactericidal leukocyte
function test assay. The methodology has been developed ani
blood from a number of control and diabetic subjects has been
analyzed utilizing the assay. The results are not yet consisten®
enough to allow reporting of results., The effort now is to
strictly standardize the assay to allow sutficient inter- and ‘
intra-assay reproducibility of results. The Biostator has been
acquired and personnel have been trained in its usage., The
current plan is to first study the leukocyte function test assay
and then begin studying patients before and after normalization
of the blood glucose profile., It is hoped that the first patient
might be studied by the end of the first quarter of FY 84,
Supplies have peen acquired to allow the study of approximately
10 patients.

STATUS: (0)
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TITLE: Evaluation of Radiation Therapy 1n the Management of
Endoscopically Visible Tumors of the Luny

PRINCIPAL INVESTIGATOR: CPT James Wallingford, MC

PROFESSIONAL ASSISTANTS: LTC Jerome Beekman, MC
LTC Henry D. Covelli, M™MC C
LTC bonald Kull, MC i
MAJ Barry Weled, MC

A

N

WORK UNIT NO: 79/77

TECHNICAL OBJECTIVE

To evaluate 1n a prospective manner the utility ot using
radiation therapy to decrease tumor size in obstructing
carcinomas of the lung.

METHOD

ot

A minimum of 15 patients with carcinoma of the lung will be
evaluated in the usual manner. If the patient is a non-operable
candidate with endoscoplically visible lesions, he will receive
radiation therapy and/or chemotherapy in the usual manner with
reassessment of pulmonary functions, arterial blood yases, and !
fiberoptic bronchoscopy approximately one month after radiation

and again approximately six months after radiation. The

parameters used to evaluate progression or regression ot disease

will be changing roentgenographic effect (collapse, atelectasis)

in the area of involvement, alteration of pulmonary function and

arterial blood gases, and changing luminal size of obstructing

lesions as noted by fiberoptic bronchoscopy. Repeat biopsy

results from prior areas of involvement will also be used to

assess therapeutic results.

PROGRESS

(82 09 - 83 0U9) Twenty-nine patients (ten entered during FY 83)
were entered on this protocol with no adverse effects. 1t was
found that radiotherapy significantly reduced bronchoscopically
visible obstructing carcinoma in a majority of patients. Dyspnea
was relieved or stabilized regardless of objective response of
the tumor. Chest x~ray appears adequate to follow the patient
clinically with pulmonary function tests adding little heloful
information, Improvement in flows and volume can only be antic-
ipated in patients with mainstem obstruction. Post obstructive
pneumonias were not prevented by palliative radiotherapy.

STATUS : (0)
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TITLE: Social Support and Symptomatonlogy: A Study of First Time
Expectant Parents

PRINCIPAL INVESTIGATOR: MAJ Jan Graham, ANC
PROFESSIONAL ASSISTANT: Marie Annette Brown, M.N.
WORK UNIT NO: 82/47

TECHNICAL OBJECTIVE

To describe the dimensions of social support perceived by expectant
mothers and fathers; to compare the similarities and differences
between expectant mothers and fathers in their experience of the
dimensions of support; to explore the relationship between social
support and symptomatology in expectant parents; to explore the
effect of marital quality on the relationship between social
support and symptomatoloqgy.

METHOD

The data will be collected using a gquestionnaire designed by the
investiygyator which takes about 45 minutes to complete., The sam-
ple will include 125 couples (at least 250 individuals) who are
living together and expecting their first child, The question-
naires will be coded and will not include names, The expectant
parents will be asked to fill out the questionnaire and the
consent form separately with no consultation or discussion between
themselves., Subject numbers will be assigned and guestionnaires
will be numbered,

PROGRESS

(82 10 - 83 09) OQuestionnaires were completed by 313 couples,
Findings indicate that age, education, socilo~economic status,
employment status, history of previous chronic illness, presence
of preynancy complications, marital problems, and stress are
associated with expectant parents' health. Satisfaction with
support form partners and social networks was related to lower
levels of symptomatology and higher well-being. A number of
associations between husbands and wives 1n both symtomatology

and support suggested that expectant families operate as a system,
The cultural stereotype of support-giving expectant father and
supportreceiving pregnant woman was not reflected in this sample,
Instead support behavior tended to be widely reciprocal. Using
the support importance tool included in this study, health care
providers could more specifically inform expectant parents and
their significant others ot what actions they might take to pro-
vide appropriate support. A thesis based on this study was
submitted and accepted by the School of Nursing, University of
Washington, as partial fulfillment of the requirements for a
doctnrate degree for Ms, Rrown,

STATIUS : ()




TITLE: Hemoglobin Saturation During Spinal Anesthesia
PRINCIPAL INVESTIGATOR: CPT William A, Richling, ANC
PROFESSIONAL ASSISTANTS: LTC Leo A. Le Bel, ANC

LTC Michael R. Moon, MC

MAJ Donald Christensen, ANC

CPT Martha Downs, ANC

CPT James Spivey, ANC

WORK UNIT NO: 82/43

TECHNICAL OBJECTIVE

To determine whether subarachnoid block anesthesia significantly
alters oxygen saturation of hemoglobin.

METHOD

Approximately 30 subjects undergoing elective surgery, subarach-
noid block anesthesia, ASA classification I or I1, whose surgical
position will be supine will be studied. The subjects will
receive no premedication. Oxygen-hemoglobin saturation will be
measured by oximetry before administration of subarachnoid block
anesthesia and thirty minutes after the administration of the sub-
arachnoid block anesthesia. Data will be examined to determine

if there is a significant change in oxygen-hemoglobin saturation
resulting from the subarachnoid block anesthesia.

PROGRESS

(82 09 - 83 09) Eleven (11) subjects were studied during Fy 82,
Oxygen-hemoglobin saturation was painlessly measured by ear
oximetry before administration of subarachnoid block anesthesia
and thrity minutes after administration of the subarachnoid
block. Analysis of data revealed no statistical difference
between pre- and post-subarachnoid block anesthesia measurements,
On the basis of this study, oxygen need not be utilized for
unmedicated ASA I or 11 adults between the ages of 19-45 years
who undergo uncomplicated subarachnoid block anesthesia. Under
these circumstances, hypoxemia does not appear to be a problem,

Thesi: to fulfill requirements for the Academy of Health Sciences,
Anesthesiology for ANC Officers Course, accepted:

Christensen DG, Downs, MC, Richling, WA, and Spivey, JA:
Hemoylobin Saturation During Spinal Anesthesia

STATUS : (C)




TITLE: [ntravenous Administration of Lidocaine to becrcase
Cardiovascular Pressor Responses Following Laryngoscopy
and Endotracheal Intubation

PRINCIPAL INVESTIGATOR: CPT Michael Walsh

PROFESSIONAL ASSISTANTS3: LTC Leo A. Le Bel, ANC
MAJ Steven Amster, MC
CPT Deborah Castellan, ANC
CPT David Forsythe, ANC
CPT Robert Norygan, ANC
CPT Lee Porisch, ANC

WORK UNIT NO: 83/50

TECHNICAL OBJECTIVE

To guantify the efficacy of intravenously administered lidocaine
hydrochloride in obtunding cardiovascular pressor responses to
laryngoscopy and intubation during general anesthesia using stan-
dard rate pressure product and an investigator devised 1index
(Modified Rate Pressure Product, MRPP) based on heart rate, mean
arterial blood pressure, and rate/pressure product.

METHOD

Healthy adult patients undergoing elective surgery requiring
general anesthesia with laryngoscopy/endotracheal intubation i
will be selected for each of two study groups. Oue group will ;
serve as a control population. All patients will receive a

standard premedication. All measurements will be taken with a

non-invasive Dinamapp recorder. Induction of anesthesia will be
standardized. Patients will be randomized to either the study

or control group on the basis of the last digit of their social

security number. Study and control group sizes will be cal-

culated prior to the start of the study.

Induction sequence: Preoxygenation with 100% oxygen for 3-5
minutes Administration of a defasciculating dose of non-
depolarizing muscle relaxant; test dose of sodium thiopental;
vital signs checked and respirations supported with mask and
manual ventilation throughout induction seqguence; sleep dose of
sodium thiopental; upon loss of 1id reflex administration of
succinylcholine

Study sequence: Post induction baseline measurements obtained;
study group receives lidocaine HCl intravenously in a dose of
1.5 mg/Kg followed at 1 minute by laryngoscopy and intubation
within 30 seconds; control group will receive normal saline
snlution instead of lidocailne; incremental heart rate and mean
arterial blood pressure recordings will be obtained every minute




Intravenous Administration of Lidocaine to Decrease
Cardiovascular Pressor Responses Following Laryngoscopy
and Endotracheal Intubation ~ Walsh

for five minutes for both groups. Once the five minute measurement
is obtained, the study procedure is complete., Anesthesia will
then be countinued in a normal manner.

Each measurement made for the study consists of pre-induction,
post-induction and post laryngoscopy recordings of systolic,
diastolic, and mean arterial blood pressures and heart rate.
Rate pressure products and Modified Rate Pressure Products will
be calculated for each patient measurement. The pre-induction
measurements will not be utilized i1n the analysis. They wiil be
used as a check for the post-induction measurements which will
serve as a baseline. Post laryngoscopy measurements will be
combined for each patient and a mean value obtained. This will
be compared to the baseline (post-induction)} measurement for
statistical significance (p<0.05) using a Student's t-test.

PROGRESS

(83 03 - 83 09) A subject size of 40 had originally been
calculated. Due to limitations in time and acceptable surgical
candidates, equipment shortages, defective equipment, and general
anesthesia restraints, the final study population consisted of

20 adult subjects. The major clinical limitation of this study
was the inability to maintain an adequate level of anesthesia
during the three minute data collection period. Other limitations
consisted of the small sample size and the frequent inaccessability
of the blood pressure monitor. Using the Student's t test, the
data with an absolute t value of 1.73 or greater (p<0.05) showed
no statistical difference between the treatment group and the
control group. It is recommended that this study be repeated
utilizing a larger population and a more effective premedicant

in order to address the problem of inadequate anesthesia.

Thesis to fulfill a requirement of the U.S. Army Academy of
Health Sciences/State University of New York at Buftalo,
Anesthesiology for Army Nurse Corps Officers Course, accepted:

Castellan, DM, Norgan, R, Walsh, MV, Forsythe, DA, and
Porisch, LA: Intravenous Administration of Lidocaine to
Decrease Cardiovascular Pressor Response Following
Laryngyoscopy and Endotracheal Intubation.

STATUS: (C)
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TITLE: Mezlocillin Therapy tor Empiric Treatment of Serious
Gynecoloygical Infections

PRINCIPAL INVESTIGATOR: COL William Benson, MC

PROFESSIONAL ASSISTANTS: MAJ shannon Harrison, MC
MAJ James Higbee, MSC

WORK UNIT NO: 83/59

TECHNICAL ORJECTIVE

To compare the outcome ot single druyg therapy with Mezlocillin to
a multiple druy regimen ot ampicillin, gentamicin, and clindamycin
in serious gynecological intections.

METHOD

Two hunidred women with serious denital tract intections will be
studied. Patients in which an anaerobic organism is suspected
or in which patients are 11l enough to 1ndicate initial treat-
ment with a drug directed at anaerobes will be included 1n the
study unless they are allerygic to penicillin. Patients who have
Peen treated with an antibliotic within the past 7 days will not
ne entered in this study. All subject will have urine analysis
and culture, CBC, SMA-20, chest x-ray, and aerobic and anaerobic
cultures of blood and presumed site of infection done as appro-
priate. Patients will be randomly assigned to one ot the two
treatment groups: Group [: Mezlocillin, 300 mg/kg/day, 1V,
divided into 6 doses or Group I11: ampicillin, 2 gms . 4 hrs,
clindamycin, 600 mgs q. 8 hrs, gentamicin, 2 mj/kg loading dose,
then 1.5 mg/kg gq. 8 hrs V1, Subjects will have temperatures
taken at 4 hour intervals. All patients will have a (UBC and ESR
daily and a serum creatinine biweekly. Patients in Group 11
will have gentamicin levels determined at 24-36 hrs and biweekly
with gentamicin dose adjusted to produce peak levels at 5-3
mcy/ml and trough levels less than 2 mcg/ml. Treatment will be
continued for 5 days unless terminated earlier because of druj
reaction or toxicity; pathogens resistant to the antibiotic

are documented, worsening 1n condition requires change in
antibiotic, addition of heparin, or surgery. The treatment

will be considered successful 1t, by completion of 5 days of
therapy, the patient has been afebrile tor 48 hours and has a
normal examination., Following successtul treatment, the patient
will be followed at weekly intervals for three weeks.,

PROGRESS
(83 04 - 83 09) Twenty~-eight patients have been entered. Data

is beiny collected, but no analysis is planned until 50 eligible
patients have been entered.

STATUS ¢ (0}
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F'ITLE: The Detection ot Fetal Maternal Hemorrhage in External
version and OCT via Alpha-feto-protein,.

PRINCIPAL INVESTIGATOR: LTC Fred H. Coleman, MC

PROFESSITONAL ASSISTANTS: LTC Edward E. Dashow, MC
LTC John A. Read, MC

WORK UNIT NO: 83/12

TECHNICAL OBJECTIVE

To test for possible fetal-maternal bleeding during external
cephalic version and oxytocin challenge testing using serum
alpha-feto-protein and Kleihauer-Betke tests,

METHOD

Patients will be selected for oxytocin challenge testing or
version by current management criteria used in the OB/GYN
Department. Fifty patients reporting for versions and 100
patients reporting for oxytocin challenge testing will have

pre and post blood samples drawn. The AFP levels will be
determined via AFP radioimmunoassay kit and the Kleihauer-Betke
via standard kit. The results will be correlated with each
other and the procedures performed to determine the rate of } {
fetal maternal bleeding.

PROGRESS

{82 10 - 83 0Y) Only two patients have been available and
willing to participate in the study. No lab tests or alpha-
feto-protein assays have been done to this date.,

STATUS : {O)
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FITLE:  Ritodrine Hydrochloride Applications to Fetal Dhistress

PRINCIPAL INVESTIGATOR: LTC kBdward Dashow, MU

PROFESSTONAL ASSISTANTS: COL Joseph Saxkakini, MU
1'TC Roger AL Spencer, MO

WORK UNTT N AL 17

r
FFCHNLCATL OBJFCTIVE
TH determine it ritodrine hydrochlortide in arresting labor will ’
interrupt fetal distress, reduce teral aciiosis, and resolt in
healtnior intuants with less regquirement tor neonatal intensive
are Wlth consegquent reduced hioaspital costa,
METTHOD
Pnase [ (pilot stadyi:  sSubjects will be patients o whon teral
monitoring indicates tetal distress and o decrision 1= made o l
pertorm cesdarean section,  Subjodts o will o recetve 2h0 ntor wrams §

per minute ritodrine hydrochboride 1V oor sSterile saline in e jual

volume 10 1 random dounle-nlind method, N atteapt will e made .
to delay cesiarean section, It after this 1ntasion labor has stoppe:!

and tetal Jdistress s no Ionger 1n evidence, the patient will be ‘
abcerved tor 30 minutes, atter whieh cesarcean sectlon willo be
pertormed., 1t tetal distress reoccurs, cesaredan section or the

vest treatment tor the patient will e pertormed immealately . At
cesarean section, umbilical artery ana vein pH will be measured fr

a sample odrained lmmediately atter passing the infant to the peadra-
trician 1n attendance .,  Apgar scores at 1, 5, and 10 minutes ana
Jduration ot intensive care will be recorded. At the end ot pPhase 1
the code will be broken and the groups compared according to para-
meters of Apgatr score, umbilical artery and vein pH, duration of
neonatal intensive care, and hospital costs.  Phase 11: 1t the study
jroup show:s no harmtul ottects compared to the control group, 70

it ional Hatients will be stadied and turthber analyzed.

PROGRESS

(RS - w0 anly two patients have been entered into this

N

pratocosl, born o oin FY ®R1, The two patients entered had unremark-
wle postpartum courses along with their anfants.  No further
work was Jdone on this protocol because both protessional

1ss1stant s departed the Comm-and,
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TITLE: Management ot Intractable Postpartum Hemorrhage by the
Use of 15-Methyl Prostajlandin F2 Alpha-Tromethamine Salt

PRINCIPAL INVESTIGATOR: LTC Edward F. Dashow, MC
PROFESSTONAL ASSISTANT: COL Joseph Sakakini, MC

WORK UNIT NO: 381/36

TECHNICAL OBJECTIVE

To study the ettects of 15-methyl prostaglandin F2 Alpha-THAM
given IM to individuals having postpartum hemorrhaqge scecondary to
uterine atony that have been treated with all other conventional
methoas.,

This drug will only be utilized after the conservative management
has failed and the patient is then considered tor a suryical pro-
cedure to stop the severe postpartum hemorrhage and only if the use
of the drug is not contraindicated by asthma, hypersensitivity to
the druy, active cardiac, pulmonary, renal, or hepatic disease, or
a history of these conditions or anemia, jaundice, or epilepsy. At
the time of infusion, the IV infusion of oxytocin will be discor-
tinued. The IV fluids will be continued and no further methergine
will be jiven. Vital signs will be monitored and recorded every

15 min and continued for two hours after the final injection. Hemo-
globin and hematocrit will be checked at 24 and 48 hours atter the
last injection, The volume of blond loss after delivery and the
amount of blood loss after the initial injection will be estimated
and recorded. The degree of contraction of the nterus will be
determined by palpation before and one-half hour atter each injec-
tion. The rate of hemorrhage will be estimated one-half hour

after each injection and recorded as either increased, unchanged,
or stopped. The presence of lacerations of the genital tract and
retained placental tragments will be ruled o1t prior to entrance

in the study.

PROGRESS

(82 10 - &3 0Y9) K1 jht patients have been entered. Farly

results were not thoght t s be reliable due to a possible
1mpotent patcen of medicine, In the last three patients

the drug appeared to be excellent for refractory post-partum
hemnrha e except with advanced uterine infection., The medication
has had no adverse offect 1n any of the patients,

STATI"A e L))




| O U T Mana jement ot Proetcit are Raptare o Pleenlar e s 2 gt bent
it 33-30 Weeks Gestation

Prepr TRAL INVESTIOGATOR S LTC edward Bo oDoasthow, MO

PROE S TONAD ASSTSTANTS : Cal dosepn Sakakintl, Mo
MAT Al oxanader b, Sy thee, Mo

ERITEN N o 5
PECHNLCAL OBJECTIVE
R 1scertain whether a desreasesd Caesarean section rate wiifl

resuit AlEh conserviation mana jement 1N the patlent with rupture of
membranes and an "unripe” cervix at 34-40 weeks jestation; and
foeor o adge Whiether g odecreassed onontecuion rate Wwill oresult ~itn
OS2 U3 N nanag Jement o L e above patient grodp as Opnpponen Lo
s weere labor bs medically inltiates pmmediately in o splte of

TR ,l[“}\lﬁ\j‘ii}!Ww} Cervilx,

ﬂ METHOD
; BAENL AR

b Follhwing tnitlal evaluation, patients wno are 34 weeks jestation

' 1Ll D2 placed in three groups. Group A (Bishop's inducibility

1 socre Ty Wil e induced and/or augmented 1s expeaitiously ae

m possanle and evaluated per usual obstetrical guidelines, Group B
{Bi1shop's score ~7) and odd terminal SSN digit) will ne ;laced

nder observation using standard obstetrical monitoring an:

treated according to the projress ob edch patient, Group

inishop's score <7 and even terminal SSN digit) will e intuoes

roaugmented as soon as possible following admission to tne

iDor and Jdelivery unit,

1

PROGRESS

Al Ty - d3 09) Aadlitional subyects have heen entered tor oa total
Loapproximately 60 subjects.  There appears to be no signiticant
titterence between wailting or immedlate delivery in the 34-40 week
pregnancy with rapture of membranes.  The investilgators anticipate

traat o rhe stuay wo Ll be concluded an the nexo fiscal year.
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PIVLE s Comparison Study ot Intrauterine [rrigation wity Moxalacot am
Disodium, Cephapirvin sodium, Cetomandole Natate, and

Ampicillin Huring Cesarean sections 4
PRINCIPAL INVESTIGATOR: LIe vidward B, bashow, MC

PROFESSTONAL ASSISVANTS: LI'C Johin A, Read, MC C

MAT Fred H, Coleman, MC .r:

WORK UNIT NO: 33001 P

/

LRCHNICAL OBJRCTIVE

To compare the etfects of moxalactam disodium, cephapirin sodium,
cefamandole nafate, ani ampicillin in reducing febrile morbhidiry
and the incidence of endoayometritis tollaowing cesarean se~tion,

METHOD
All patients undergoing cesarean sectinn without 1 History of
allerglic reactions to cephalosporins and penicillin, without
evidence of c¢linical chorioamnionitis, and not on antibiotic
therapy will be elijible, Patients will be ranagomly assigned to
one of five groups. All patients will receive endometrial cultures !
prior to irrigation and two days post—-operative, ‘

Group 1: After removal of the placenta, the uterine cavity will
e cleaned manually with a wet sponge and the uterus will be

delivered onto the anterior abdominal wall. A bulb syringe with
2 grams cefamandole nafate in 800 cc of saline will e used,
Instillation of the irrigant solution will be performed using

400 cc in the endometrial cavity. Suction of the 1rrigation
fluid will be pertormed simultaneously using a standard pool

tip suct.on apparatus. Following uterine irrigation, repair

ot the uterine incision will be performed in the usual manner,
The area urder the bladder flap will then be irrigated with 50

cc of solution atter which the flap will be clused in the stan-
dard manner. The cul de sac will then be irrigated with 50 cc

of solution and the uterus replaced in the abdomen. The gutters
will then be irrigated by instillation of approximately 200 cc

of irrigation fluid. This will then be suctioned. Debris and
clots wiil be removed at this time. Closure of the abdominal
incision will be done in the standard fashion decided upon by the
operating physician., The remaining 100 cc of irrigation solution
will be utilized during this time for wound irrigation,

Group 2: will receive the same treatment as Group 1; however,
moxalactam will be used in a dosage of 2 gun/800 cc of saline,

Group 3: will he similar to the previous groups, except that
cephapirin in a dosage ot 2 gn/800 cco of saline will be used,
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compdarison Stady ot Intrauterine Irrigation with Maoxalactam
Disodium, Cephaptrin sodium, Cefonandole Natate, and Amprearllin
During Cesarcan Sections - bDashow

Group 4 2 jrams ot ampicililin will be placed in 300 cc ot saline
L ] P !

and irrigjated as 1n the other groups.

Group 5: #UO cc of normal saline will be used as an lrrigant,

No additional antibiotics will be given, unless Indicated for
complications., A vitamin solution (Solu-B-torte} will ne added
to each solution such as the ildentity of the solution 15 unknown
to the operator. All patients will receive aernbic anu anerobic
endometrial cultures at the time of cesarean sectlon prior to
irrigation., Two days tollowing cesarean they will again receive

aeroblic and anerobic cultures ot the endometrial cavity. Patients

will be followed at two and six weeks post-op.,

Measurement of kttect - A tever index as fescribed hy ledjer 14
will be utilized to measure the febrile morbidity., oral tempera-
tures will be recorded every four hours. 'The gquantity of fever
Wwill be expressed in degree hours and will represent that area
above the baseline of 49 degrees bFahrenhelt ., Post-operative
course will be reviewerd with rejard to the sequela associatend
with endomyometritis, post-operative total hospital days, ans
cost of total antibiotic therapy during hospitaliczation,

PROGRESS

(33 10 = 83 0U9) Two hundred seventy subjects have been cntered,
Data for the tirst 160 have Deen analyzed and show o trent towar |
decreased morbidity with cephalosporin irrijation,  This 135 not

vet statistically significant and other suljects wilil e enterer,

STATUS : (0)
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TITLE: Gynecological Oncology Procedure Training
PRINCIPAL INVESTIGATOR:  COL Roger B, Lee, MC

PROFESSIONAL ASSISTANTS: LTC Richard Belts, MC
LTC Georyge ward, MC

WORK UNIT NO: 81742

TECHNICAL OBJECTIVE

To provide training to OB-GYN residents in the technical aspects
ot various types ot abdominal resections and anastomoses, to
tnclude training in the use of stapling instruments,

METHOD

Fach resident participating will be provided with a large
anesthetized doy. Under staff supervision, the following
procedures will be accomplished on each animal:

. exploratory .aparotomy

resection and end to end anastomosis of small bowel

. resection and end to side anastomosis of small bowel to colon
. side to side anastomosis using the GIA stapler

. end to end bowel anastomosis using the EEA stapler.,

o DN

At the completion of each session, the animal will be sacrificed.

PROGRESS
(82 10 - 83 09) This protocol was used as a training model.
STATUS ¢ (C)
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TITLE: External Cephalic Version wit'h Tocolysis Hsing Ritodrine

PRINCIPAL INVESTIGATOR: MAJ David 1. Majelssen, MO

PROFESSIONAL ASSISTANTS: LTC kdward k. Dashow, MO
LTC John A, PFead, MC

WORK UNIT NO: 83/17

TECHNICAL OBJECTIVE

To determine if the incidence ot breech birth can be decreased
by external cephalic version usinj Ritodrine to relax the uterus.

METHOD

One hundred gravidas with breech prescentation - 36 wks weeks
Jestation will be studied. Ultrasonography will be pertormed to
confirm the breech presentation; measure biparietal fetal diameter
to assess gestational aye; quantify amount of amniotic fluid;

rule out fetal cephalic anomalies and‘/or hyperextension; localize
placenta. If the mother is Rh negative, a Kleihauer-Betke test

on blood samples will be done pre and post procedure, Rhogam

will be administered if indicated. A pre and post procedure

fetal activity determination test will be done by external fetal
monitoring. At this point the subjects will be randomized to

a treatment group and a control group. The treatment group will
be administered Ritodrine by IV infusion at 200 ug/min for 20 min,
External cephalic version will then be attempted and a successtul
procedure will be confirmed by ultrasonography. The treatment
group will go straight to the ex:ternal cephalic version,

Any patients with evidence of a compromised fetus with a non-
reactive ftetal activity determination test; congenital anomalies
by ultrasonography; oligohydramnious; or placent previa will be
excluded.

PROGRESS

(62 11 - 83 09) Fifteen subjects have been entered,  The number
of subjects is too small tor any meaningtul ata, although the
use of Ritodrine has seemed to be helpful. ~No adverse reactions
have been noted and several successful versions have been
accomplished,

STATUS ¢ (0)
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TITLE: Effects of Pure HCG, Progesterone, HPL, Estradiol 17-8,
and Estriol on Migration Inhibition Factor “» 7 +¢n~

&.‘_“ G w v maAlAea

PRINCIPAL INVESTIGATOR: CPTl Arthur S. Maslow, MC

PROFESSIONAL ASSISTANTS: COL Stephen R, Plymate, MC

.

WORK UNIT NO: 81/94 e

D

TECHNICAL OBJECTIVE

N

To determine what effect(s) various concentrations of pure
progesterone, HPL, estradiol 17-B, and estriol have on migration
inhibition factor (MIF), one of the potent soluble tactors pro-
duced by lymphocytes during the immune reaction,

METHOD

Blood wil. be obtained from five pregnant patients in the first
trimester. Lymphocyte stimulation assay (comparing PHA and poke-
weed) will be run parallel with MIF assay to test effects of
various concentrations of the individual hormones tested on MIF,.
If inhibitory effects are noted, assays will then be attempted

of the hormones used in conjunction with one another. Guinea
pigs will be injected with a substance to produce monocytes in
the abdominal cavity. They will then be sacrificed and the
monocytes will be harvested and used in a study to determine

beta hCG on migration inhibition factor. The guinea pig monocytes
will be used because they are produced in abundance and are
easily harvested as opposed to human monocytes. The experiment
is designed tn test the function of migration inhibition factor
produced by human lymphocytes and the effect of migration
inhibition factor on the monocytes (in this case gulinea plyg
monocytes),

PROGRESS

(B2 10 - 83 UY) Distance of migration of WBC's trom an

agarnse microdrop was used to determine the eftects of pure h(Cd
and progesterone on MIF, In microtiter wells containing no
immunogen mean migration was maximal, while in wells containing
immunogen, mean migration was minimal, demonstrating the presence
of MIF, In those wells containing both immunogen and varying
concentrations ot hCa and progestor sne, significant migration

occurred . These dJata contairm the inhibitory capabilities of
RhCTG and progesterone on MIF vat wppgest o modulating role tor
progesterone by tasilitating tre cttecte of hCG at higher levels
ot progesterone, A paper has oo submitted for consideration

for publication,
STATIS : ()
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TITLE: Randomized Trial ot Ambulation vs Oxytocin ftor Labor
Enhancement

PRINCIPAL INVESTIGATOR: LTC John A, Read, MC

PROFESSIONAL ASSISTANTS: LTC Edward k. Dashow, MC
MAJ Frederick H. Coleman, MC

WORK UNIT NO: 83/02

TECHNICAL OBJECTIVE

To compare the efticacy of ambulation vs oxytocin in cases of
dysfunctional labor or so called dystocia.

METHOD

Approximately 100 patients with demonstrated tailur: to progress
in labor for one hour, at least 4 cm dilated, and who are telt to
require augmentation of labor are eligible for the study. The
membranes shall have been ruptured and direct internal tetal
monitoring in use. The vertex shall be applied to the cervix

and there will be no evidence of fetal distress. The patient
should not have received analgesia or sedations for at least one
hour and should nct be drowsy or exhausted., The patient will be
placed on the fetal monitor in the right or left lateral decubitus
position. A 30-minute observation period will be undertaken
during which time uterine activity will be quantified: uterine
Activity units on line, Montevideo units; contraction frequency;
intensity and baseline tonus; fetal heart rate pactern and vari-
ability; and progress in effacement, dilation, and station,

Group I (ambulation): Using either a cable or 2-channel telemetry
the patient will assume the vertical position. She will be able
to walk at will within the ranyge of the cable nr telemetry, and
will be able to sit or visit the bathroom as required. Exams
will be conducted at the end of one and two hours. The parameters
stated above will be noted. The study will be interrupted for
delivery, maternal or fetal distress, or maternal exhaustion. 1t
after 2 hours no progress has occurred, the patient will be
returned to bed and oxytocin utilized., 1f good progress is

being accomplished and patient wishes to continue ambulation,

she may do so.

Group II (oxytocin): Continuous IV infusion of oxytocin will begin
at 0.5 mu/min and be incrcased every 15 min until contractions are
every 2 1/2-3 min and >50 mmHg in intensity. Patient will be in
the right or left lateral decubitus position and the above noted
parameters will be measured. If at the end of two hours there is
no progress and other conditions are met, the patient will be
Jiven the option to ambulate,

N

S

~




—_—

Randomized Trial of Ambulation vs Oxytocin tor Labor Enhancement -
Read

Length of labor, time from study entry to delivery, type delivery,
1 and 5 min Apgar scores, cord blood yasses, maternal pain percep-
; tion, newborn weight and neonatal problems will be noted in

addition to previously mentioned parameters. Appropriate statistical
analysis will be performed.

PROGRESS

(82 10 - 83 09) No patients have been entered. Subject entry
will begin in November 1983,

P

STATUS: (0)
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TITLE: TImpact on Fetal Monitoring on the Premature Ilntant

PRINCIPAL INVESTIGATOR: COL David sa'Adah, MC

PROFESSIONAL ASSISTANTS: COL Joseph Sakakini, MC
MAJ Alexander Smythe, MC
D. A. Luthy, M.D. ,
E. B. Larson, M.D. =1
K. K. Shy, M.D.
G. VanBelle, M. D.

WORK UNIT NO: 80/48

TECHNICAL OBJECTIVE

To analyze the effects of electronic tetal monitoring versus

traditional auscultation in infants of very low birth weight

with respect to the following endpoints: (1) perinatal mortality;

(2) perinatal morbidity including Apgar scores, acid-base status

at birth, and frequency of intracranial hemorrhage; (3) maternal

morbidity including rates of cesarean section; (4) infant

neurological and psychomotor development to one year of ayje; .
(5) provider satisfaction; (6) consumer satisfaction; (7) medical J
decision making; and (8) cost effectiveness analysis.

METHOD

Follow-up will be performed on intants who have had tetal monitor-
iny. Those fetuses which have had clectronic fetal monitoring and
fetal scalp blood sampling done will be followed and compared to
randomized traditional auscultation fetal heart rate. Comparisons
of fetal outcome and well-being will be made. A comparison will be
made of infants <1100 gm and -1100 gm, Infants will be followed
and evaluated for evidence of retardation, cerebral palsy, and

)

hearing loss at 6 months, | year, | 172 years, and 2 years,

PROGRESS

(82 10 - 83 09) Thnis protoacol ts Dodn g donme 10 o a bl ot
several other hospitals, Subject ooty hae Doy complescr, and
the subjects are now 1n the toltow- o (oo Wb will continae

for approximately 18 more mont b,

STATUS ¢ ()




TITLE: Fetal-Maternal Hemorrhayge tn First Trimester Abortion
PRINCIPAL INVESTIGATOR: CPT Andrew P, Solisson, MC

PROFESSIONAL ASSISTANTS: LTC kdward E. bashow, MC
CPT William J. Watson, MC

WORK UNIT NO: 83/49

TECHNICAL OBJECTIVE

To compare the Kleihauer Betke (KB) technique versus the maternal
serum alpha fetal protein level in determining the incidence of

fetal maternal hemorrhage in tirst trimester abortions and whether
this hemorrhage is increased by suction curettage.

METHOD

Sixty (60) consecutive patients admitted for spontaneous aborticn
will be enrolled in the study. Presuction blood draw {15-20 ml)
will include a maternal serum alpha fetal protein level as well
as a sample for KB analysis. This will be repeated 30 minutes
after suction curettage. An alpha fetal protein level will be
obtained three months post abortion. This study will include
only those women in the first 12 weeks or the first trimester of
pregnancy. The only patients excluded from this study will be
those past 12 weeks gestation.

PROGRESS

(83 03 - 83 06) This protocol was terminated due to an inability
to obtain the three month post abortion samples.

(T)
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I'ITLE:  Maternal Hnconjugated Estriocl as 1 Proedictor ot fet g
Lung Matur ity

PRINUCLIPAL INVESTIGATOR: CPL willilam S, Stovall, MC
PROFESSTONAL ASSTSTANT: LTC Bdward k. Dashow, MC

WORK UNIT NO: B83-03

TECHNLCAL OBJFCTIVE

To determine it there 15 a correliation between maternal levels ot
unconjuyated estriol and tetal lung maturity as determined by L/S
ratio.

METHOD

A maternal blood unconjujgated estriol Tevel will be obtained on
all obstetrica: pitients who have amniocentesis for routine
oostetric indications, determining tetal lung maturity by L/S
measurements in patients with premature labor or prior to elective
repeat cesarean sections., This will be done with approximately

30 or more patients and the adata analyzed to see 1f there i1s a
significant correlation between maternal estriol levels and L’/§
ratio,

PROGRESS
(82 10 - 83 09) A total of 141 patients who met the oriteria
has been entered. Estimated gestational aje has been determined
from tirst and second trimester ultrasounds. Biparietal di1ameters
obtained at the time ot amniocentesis have been collectoed tor
correlation with ki and [/ ratioss. The preliminary fatas show
that patients fall into one of three categories:

mature, L/s (> 271)/E3-15, n=44

mature, L/S (> 2/1V)/FE3<1S5, n=70

tmmature, L/s (<2/1}/FE3<15, n=27.

There have been no patients with an 1mmature L/s5 and an By 15,
At this point the tollowing conclusions can be made concerning
the patients studied, (1) An Ej-15 15 100% predictive of an LS
ratio of 2/1 or greater. (2) An k315 1s usecless for
determination/prediction ot 1./5 ratio.

STATUS ¢ (0))




TITLE: The Eftect of Maternal Glucose Administration on Nennatal
Hypoglycemtia

PRINCIPAL INVESTIGATOR: CPT William J. Watson, MC

PROFESSIONAL ASSISTANTS: COL stephen R. Plymate, MC
[.LTC kKdward k. Dashow, MC
CpT Donald Trippel, MC

WORK UNIT NO: 83710

TECHNICAL OBJECTIVE

ro determine whether glucose solution given to a patient in labor
(now standard practice) results in significant hypoglycemia in
the immediate newborn period,

METHOD

Sixty {60) normal term patients without complications who are in 1
active labor will be enrolled in this study. A history of food ‘
intake during the past 6 hours will be taken, Those patients

who wish to eat during labor will bhe excluded from or removed

from the study. An initial serum glucose hemoglobin Ajc and

basal insulin will be obtained. The patient will then be ran-

domized to receive Ringer's lactated solution, Ringer's dextros

lactated solution, or normal saline (control group). The fluids

will ne administered in the usual manner with monitoring of the

total intake and urinary output. At the time of delivery, a

cord vlood will be obtained for glucose, insulin, and lactate,

Maternal plood glucose will also be obtained on the mother while

still in the delivery room. A heel-stick glucose determination

will he obtained on each newborn at 45 and 90 minutes after

delivery.,

PROGRESS
{83 10 - 83 12) Eight patients were entered with no adverse

reactions. The protocol was then terminated because the exact
same study was published in the literature.

STATIIS ¢ (r)
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TITLE: Use of 1 Syringe and Blood Filter tor Neonaral
Transtusions,

PRINCIPAL INVESTIGATOR: ChT bennis Urban, MSC
PROFESSTONAL ASSLISTANTS: Marlene Bactram, M.T,
Delores Dilks, M,T.,
Hollis Smith, M,[. ra

WORK UNIT NO: 82/04

N

FECHNLCAL OBJECTIVE

<

e

To provide better utilization ot Group O, Rh negative rod Dlood
cells, when small amounts (10-20 ml) are needed tor neonatal
replacement transtfusions. The investigators witl aftoerpt 1 u
obtain (a) the incidence of culture positive fresh frozen
glasma (FFP) on wnole blooug; (h) correlation with neonatal

~

Dacteremia/septicemiy; and (o) comparison of Dlood utilization |
rate with new ani old methoas, ?
i

METHOD ,

Thirty (30) ml syringes will I filled with & nl 1resh AR plasma
ind trozen in A scaled plastic »ayg. When blood 15 necded, syringe
#1111 be thawed anda 16 ml of 0 nejative packed red dlood cells will
be added and mixed. Syringe will be issued with an l8-micron
? syringe blood filter. Exact amount ot FFP and packed red blond
| cells may be adjusted to provide whole blood with a hematocrit
of 65%, All syringes ot thawed FEP or units of reconstituted
whole blood will bhe cultured tor sterility and the NICU notified
immediately of positive culture results. All transfused Infantes
would de evaluated when FFP Or reconstituted blood 1s cultare
positive,

PROGRESS

(82 09 - 83 09) This study showed that the use of 3 syringe and
blood filter was a satistactory method for neonatal trans-
tusion when a small amount 1s needed., ‘

STATUS (e
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TITLE:  social Support Resources amg the lopact of A Cuilld's
(llness or Disability on thee Foanlly

PRINCIPAL INVESTIGATUR: MAJ Heatner S, hanlels, MO

PROFESSTONAL ASSISTANTS: Denise 1. schmuatte, Phib,
Pacltlc Lutteran University

WORK UNIT NO3 83/39

To assess the impact of the child's chronic 1llness or disabiliny
on the family; to assess the extent of the social support avail-
able to parents in this situation; to assess the relationship
between tne availability of social support and the Impact of
illness on the tamily; and to compare the levels >f support and
coping in military and civilian families as 1t relates to adjust-
ment to the child's stability.

METHOD

Thirty families will be followed over the first three montns
atter the initial diagnosis of a child's illnes: or disability.,
To serve 3 a control group, 30 families with children matched
as to ajge, sex, number of sibiling, and socioeconomic status
will also be followed. The following instruments will be used

ty collect data: a demoyraphic data sheet; a social relationships

scale, an L-22 to assess parents' emotion and physical stress
reactions; a dyadic adjustment scale; a social competence scale,
Conner's Teacher Rating Scale, and a patlient adjustment rating.
Three months after the initial contact, subjects will be asked
to complete the instruments a second time., After completion of
the second contact, staff members will be asked to complete the
patient adjustment ratings,

PROGRESS

(83 02 - 83 09) This protocol was terminated because of an
inability to find local patients fitting the restrictions in an
aderquate nubmer

STATINS ¢ 1)
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TITLE: Phototherapy tor Idiopathic Hyperbilirubinemia of the
Newborn: Comparison of Patient Response to Different
Irradiance Doses

PRINCIPAL INVESTIGATOR: CPT Alan G. Getts, MC

PROFES5SIONAL ASSISTANTS: LTC Gary Pettett, MC ,f
MAJ Philip V. Marinelli, MC -
CPT Angelina LePage, MC

’
WORK UNIT NO: 83/74 /

TECHNICAL OBJECTIVE

To compare two phototherapy regimens in the treatment of 1diopathic
hyperbilirubinemia of the newborn (IHN), Items to be compared

are: serum bilirubin decrease during phototherapy, duration of
phototherapy required to resolve IHN, and complications of photo-
therapy. The specific goal is to determine a preferred regimen,

METHOD

Fifty (50) infants, >37 weeks gestation, appropriate for gestational

age, who develop idiopathic hyperbilirubinemia, will be studied.
Hyperbilirubinemia needing treatment will be defined as total {
serum bilirubin greater than 10.0 mg/dl within the first 48 hours

of life or greater than 12.0 within the first 72 hours of life.

Infants with other medical problems will ne excluded from the

study. Infants will be randomized into two treatment groups.

Group I gatients will receive phototherapy in a dosage of 4-6 micro-
watts/cm</nm at the specific wave lenths that are active.

Group Il patients will receive between 10 and 12 microwatts/cmZ2/nm,
Phototherapy will be delivered using two identical Olympic Bili-Lites,.

Dosage delivered will be changed by varying the combinations of
fluorescent bulbs in the two bili-lites., The dosage delivered will
be measured using the Air Shields PR III1 Phototherapy Radiometer.
Measurements will be made every eight hours, Laboratory data to

be collected will be an initial total and direct bilirubin, hemat-
ocrit, direct Coombs' and blood type. Serial total and direct
bilirubins will be drawn 4, 12, 24, 48, and 72 hours after the
initiation of phototherapy. All samples will be drawn by heelstick.

PROGRESS
{#3 09 - 83 09) Three patients were studied. No problems have
been encountered.
STATHS (0)
g
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TITLE: Use ot Folinic Acid in Prevention of Neutropenia and

Thrombocytopenia Secondary to Trimethoprim-sul famethoxazole,

PRINCIPAL INVESTIGATOR: CPT G. William Letson, MC
PROFESSIONAL ASSISTANTS: LTC Alan D. Mease, MC

CPT Joseph High, MSC

CPT Merlin I.. Robb, MC

CPT thilip L. Royers, MC
WORK UNIT NO: 82/38

TECHNICAL OBJECTIVE

To establish whether or not folinic acid can siygnificantly reduce
reported incidence of 34% neutropenia and 12% thrombocytopenia in
cnildren treated with Trimethoprim-sulfamethoxazole,

METHOD

Pedlatric patients diagnosed as having acute otitls media or
urinary tract intections would he treated with Trimethoprim-
sultamethoxazole (T-S) in one group and T-S plus folinic acid in
a second group. Dosage would be 40 mg/kg per day for T-$ and
0.5 my/kd per day for folinic acid divided in two daily doses
and jiven over a ten day period. Patients would be randomized
and selected to be 1n one or the other group with the T-S plus
tolinic acid as an experimental group. Drugs would be given in
such a fashion as to achieve a double blind study. Results
woula be obtained by drawing a baseline CBC and another on the
tinal day of treatment. Anyone developling neutropenia would be
followed further with CBC's until resolution of neutropenia.
Count of medication left over would be undertaken at the end ot
treatment to determine compliance level., The final step would
pe statistical analysis of data. A minimum ot 30 subjects would
be studied i1n each yroup.

PROGRESS

(42 03 - 82 09) seven patients in the tolinic acid group and

12 patients in the control group have completea the study., All
patients responded satistactorily to therapy. Platelet counts
were normal betore and after therapy in both groups. The contrnl
group demonstrated a mean decrease in absolute neutrophil count
(ANC) of 61.9% with a 50% incidence ot neutropenia. Two patients
developed an ANCI1000,  The test jroup deaonstrated only 4 24 5%
decline (mean) 1n ANC with a 14% incidence of neutropenia,

A paper presenting the results of this study to late has been
selected as a finalist in the Howard Johnson Award tor Houcestatd
Research to be presented at the Annual Tri-Service Pediatrice

Comference 1n March 1334,

STATHS : ()
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TITLE: Mechanical ventilation ot Newborn Premature Lambs: The
Etfect of Freguency, 1:k Ratio, PIP, and PEEP on
Oxygenation and Ventilation 4
PRINCIPAL INVESTIGATOR: MAJ Philip V. Marinelli, MC
PROFESSIONAL ASSISTANTS: LTC Gary Pettett, MC
MAJ stanley P, Liebenberg, VC P
CPT Richard Meidell, MC
WORK UNIT NO: 82/26 /

TECHNICAL OBJECTIVE

To prospectively evaluate the effect of ventilator setting,
specifically frequency, I:E ratio, PIP, and PEEP, on arterial
oXygenatlion and minute ventilation in premature newborn lambs,

METHOD

Premature or term lambs (125-135 days gestation) will be delivered
via C-section, intubated with cutted endotracheal tubes, paralyzed
with Pavulon, and ventilated with the Sechrist ventilator. All
animals will have prophylactic chest tubes inserted bilaterally

to prevent symptomatic pneumothoraces during the experiment.
Catheters will be placed in the descending aorta through femoral i
artery cutdowns. The aortic blood pressure will be maintained at '
50-70 mm of mercury by infusions of maternal blood and/or lactated

Ringer's solution. 1Initially, ventilator settings will be a rate

of 30, inspiratory time of 1 sec, expiratory time of 1 sec, and

sufficient PIP and PEEP to deliver an adequate tidal volume while

maintaining a normal P 0, and P5CO;. The sequential changes in

rate will be made, maintaining the baseline PIP and PEEP. At the

completion of each change, the fetus will be returned to baseline

until values are stabilized before proceeding to the next step.

Subsequent changes in I1:E ratio, maintaining a constant rate PIP

and PEEP, will be studied. The fetus will be returned to baseline

settings between each step. Third, changes in PIP will be employed

with a constant rate, constant I:F ratio, and a constant PEEP.

Finally, changes in PEEP will be determincd by maintaining a

constant rate, a constant I:E ratio, and a fixed peak inspiratory

pressure. Arterial blood gases will be determined prior to and

immediately following each portion ot the experiment. Lung tissue

will be obtained from each lamb for microscopic examination.

PROGRESS

(82 09 - 83 09) *rour sets of twins were lost secondary to
maternal anesthesia. Five term sheep were utilized; no premature
sheep were used because of mating-time schedule ditticulties,
Only rudimentary data were collected. Procedures performed were
cannulation of vessels, blood pressure recording, heart rate,
transtontanelle manometrics, and placement of intravascular

Clark electrodes,

STATHS : {0O)
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TITLE: Mean Alrway Pressare: St reanee Dur oy Mectoann el
Ventilation in Neonatos

PRINCIPAL INVESTIGATOR: MAJ Philip v. Marinelli, MC

PROFESSTIONAL ASSISTANTS: LTC Gary Pett..tt  MC
CPT Richard Merpdell, MC

WORK UNIT NO: 82/27

TECHNICAL OBJECTIVE
The specific aspects of the resplratory cycle during mechanical
ventilation which allow optimal! gas exchange are controversial,
Recently, the concept of mean airway pressure as a composite of
all pressures has been employed. 1t has heen shown that mean
alrway pressure correlates directly with oxygenation. The pur-
pose of this study 1t to examine the ettect of various ventilator
sertings on 4as exchange while maintaining a constant mean airway
pressure .,

METHOU

All neonates requiring intermittent mandatory ventilation will be
elilgible tor the study. Indications tor mechanical ventitation
will be pased on the standard criteria (PRCO» 60 Torr, pH<7.25
and/or (PO 50 Torr, Fi0,>0.6. A pressure limited rime-cycled
ventilator will be used,  PIpP, PEEP Inspiratory time, flow rate,
ventilator rate, and ¥i0) will he adjusted to provide a Py0y of
50-730 Tory aned a pPLCOL, 60 Torr, pH ot 7.30-7.40, The initial
combination of settings producing these values will be taken as
the baseline ventilator settings., Mean airway pressure will be
measured trom the T piece ot the ventilator circult using a prox-
1mal ailrway ventilator monttoring system which provides a constant
digital display ot the mean airway pressure by sampling proximal
alrway pressures every 10 mmsec and averaging these values over
time. Atter achleving a steady state on baseline ventilator
settings, an arteriil blood sample will e obtained and the
following sequent 1al changes will be made nn the ventilator:

Fxperiment 1: PIP increased by 20% ot baseline value and
durition of positive pressure {(1nspirvatory time) will be decreased
11 order to achieve the same Hhaseline mean alrway pressuare,  The
other ventilator settings will be maintained at baseline value,
All settings will then be returned to the initial basline values,

Experiment Il: PiP will be decreased by 20% ot basceline value
M inspiratory time will be 1noereased to maintain a constant
Mean ailrway pressure; the other centilator settings will be held
sonsytAant .,

Following o 10 min eqgquilabratjon pertod, arteria bilood jas will
e sampled,. it al signs will b comatamrgsy monitored, In
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Mean Airway Pressure: Significance During Mechanical Ventil tion
in Neonates - Marinelli

addition, a transcutaneous POy monitor will be used to insure
that no detrimental increase or decrease in P02 occurs as the
result of experimental changes. This sequence will be followed
in the first 24 hours of the infant's life and repeated duringy
the second and third day in order to observe whether the natural
change in compliance of the lungs will change the significance of
mean airway pressure.

Fach of the infants will serve as its own control. Statistical
analysis of pH and P, 0, and P CO, will be performed utilizing
Student's t test for paired data. The zAPO; gradient will be
calculated from each of the blood gas results in order to
standardize P40, values over a range ot F;0, concentrations,
These ratios will be analyzed by the means of the t test for
paired data.

PROGRESS

(82 09 - 83 09) Data was collected on 15 infants with no adverse
effects. No data analysis has been done.

STATUS: (0O)
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TITLE: Moditied Tmmune Serum Globulin 1 Neonates
PRINCIPAL INVESTIGATOR: MAJ Philip V. Marinelli, MC
PROFESSIONAL ASSISTANTS: LTC . Fischer, MC

LI'C Gary Pettett, MO

LTC 0. Plerce, MO

MAJ Robert M., Skarin, MC

CPT Richard Meidell, MC

WORK UNTT NO: 52.°28

TECHNICAL OBJECTIVE

To evaluate Madified Immune Serum Globalin (MISG) as an wdjunct to
antimicrobial therapy in the treatment ot neonatal Group B strepto-
chrccl (GBs) discase, This protocol will analyze the ability of
MiSG to elevate neonatal 16 levels and will specitically look at
pre and post MISG sera tor evidence of increased activity against
Group B streptococci using “r 74 wes o assays for opsonic antibody,

METHOD

Human MISG will be screened to ensure activity ajainst several
strains of GBS and one lot of 5% MIstG will be selected and used
throughout the study. Neonates who have a clinical diagnosis ot
suspected or proven sepsils will be evaluated and treated in the
standard fashion and will also receive MISG., Intants thought to
be in need of blood products will be excluaded from the study,

All infants will have cultures for bacterial pathogens taken

prior to antibiotic or MISG therapy which will i1nclude umbilical,
gastric aspirate, urine, blond, and cerebral spinal fluid. A

2.0 ml blood sample (prespecime-n) will Do obtained just prior to
starting antibiotics and MISG therapy. A sccoond 2,0 ml specimen
will be obtained 2 hours after the completion ot MISG infusion and
ajain at 1, 2, 3, and 6 weeks after the intusion, The material
will be given as 5% human MIsSG in o 0% maltose solution,  The
dose will be 250 mg/kg or 5 ml kg to be given as a0 30 minute
intusion. Standard supportive care will e given to all other
neonates treated tor proven or suspestoed sepsis, AllL parients
recelving MISG will be required to have constant temperatue,

heart rate, and respiratory monitoring. Patients with an umbilce 1
artery catheter will have continuous BP monitoring., [t not, BP

by the Doppler method will be obtained bDet o re intusion, every

15 minutes atter injusion tor at least 2 hours, and then every
hour for at least 24 hours, Mrine volume, protean, and reduacing
substances will pe measured ot each vord o1 the tirst 24 hours
after MISG administration, Serum sodium, paotoassainam, BUN, chloaride,
calcrum, glucose, and osmolality along with hematocritc, hemojlaobin,
ptatelets ani white bHhlood ool count with ditterential ~1 11 be

1 hb
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Modified lmmune Serum Globulin in Neonastes - Marinelld

obtained before, 2 hours after, and twice weekly tor 2 weeks
following the infusion, Atter the blood specimen is obtained,
the serum will be separated and stored at -70°C. Immunoglobulin
levels will be determined by standard immunodiffusion assay and
opsonic antibody to GBS will be measured using the bactericidal
opsonophagocytic assay currently used in the MAMC lab. In addi-
tion, a chemiluminescent assay, which measures activation of the
hexose-monophosphate shunt, 1s beiny developed and will be uti-
lized to measure functional antibody to GBS, All patients will
be followed for a minimum of & weeks, The infants will be eval-
uated for growth and development and will receive all standard
immunizations and care,

PROGRESS

(82 09 - 83 09) Data has been collected on four patients at MAMC
and forwarded to WRAMC for analysis.

Group-wide, 22 neonates were randomly assigned to recieve either
250 mg/kg or 500 mg/kg intravenous immunoglobulin. Both groups
received antibiotics and supportive care, Specitic activity
against GBS was detected in intravenous immunogclbulin using
several assyas. Serum was analyzed for [4G and GBS specific

IgG by comparing pre and post infusion samples. The 500 mg/k
dose gave a sustained increase in total and GBS specific IgG,
while 250 mg/kg produced only a small and transient rise. No i
toxicity was observed., Further studies seem warranted to

determine the value of intravenous immunoglobulin 1n neonates,

PUBLICATION: Weissman, L, Fischer, G, Marinelli, P: Intravenous
Immunoglobulin Therapy in the Neonate. A Study of
Pharmacokinetics and Satety., Pedliatric Research
17(4): 341, 1983.

PRESENTATION: A paper has been accepted for presentation at the
American Academy of Pediatrics, New York, New York, Oct 83

STATUS ¢ ()
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TITLE:  Hydrogen Breath Analysis After First Feedings in Intants
in Intensive Care Nursery

PRINCIPAL INVESTIGATOR: COL Cnarles Mitchell, MO

PROFESSTONAL ASSISTANTS: MAJ James Little, MsC
CPT Rlchard Meidell, MC

WORK UNIT NO: 81/107

TECHNICAL OBJECTIVE

To determine it there 1s malabsorption in intants in the intensive
care nursery after first teedings and if there is predictive value
of impending necrotizing enterocolitis in those infants who have
malabsorption,

A minimum of 20 patients will be studied betfore and after one of
the initial feedinygs of formula. FExpired air will be obtained

at 0, 2, and 4 hours,. In infants mechanically ventilated, the
air may be obtained via a one~way volume. Non-ventilated infants
will have sampling obtained trom a catheter nasal apparatus
cannected to a syringe. Breath hydrogen will he measured by gas
chromatograph cquipped with a reduction gas detector,

PROGRESS
(82 09 - 83 09) The majority of time has been devoted to setting

np edquipment and standardization of procedures.  Ten intants are
scheduled to be entered in the protocol In October 1983,

STATNS : (1)




TITLE: Hydrogen Breath Analysis in Normal Newborns
PRINCIPAL INVESTIGATOR: ColL Charles Mitchell, MC

PROFESSTONAL ASSISTANTS: MAJ James S, Little, MSC
CPT Richard Meidell, MC

WORK UNIT NO: 81/108

TECHNICAL OBJECTIVE

To determine 1if normal newborns malabsorb any of their formula
feedings.

METHOD

A minimum of 30 patiencts will have samples taken of expired air.
This will be done using a painless catheter apparatus in one
anterior nares. The samples will be taken before the first
feeding, at 2 hours and 4 hours. Breath hydrogen will be

measured by gas chromatograph eguipped with a reduction gas
detector.

PROGRESS

(82 09 - 83 09) The majority of time has been devoted to setting
up eqgquipment and standardization of procedures. No infants have
Deen entered on the protocol.

STATUS: (O)
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TITLE:  Hydrogen Breath Analysis in children with Chronic
Nonspecitic Diarrhea

PRINCIPAL INVESTIGATOR: COl, Cnarles MIt chell, Mo

PROFESSTONAL ASSISTANTS: MAT James S, Little, MaC
MAT Marsha Van wWoaogner, ANC

WORK TINLT NO: 317109

AECHNTCAL OBJRCTIVE

To determine 1f ingestion ot various carbohyirates s related to
the chronic non-specific diarrhea syndrome; the hypothe=1s being
that malabsorbed carbohydrates act osmotically to incresse the
tluid content of stools and that malabsorbed molecules are
fermented by clonic bactreria prodacing hydrogen; theretore,
hydrogen detected 1n the breath ot previously fasting patients
implicates malabsorption and subsequent diarrhea.

METHOD

Subject will be tested, faisting, on three difterent mornin s,
First test - cereal qgiven without milk, nsing water e (e v1 .94,
second test - lactonse as 202 solution; third test - socrose,
Aftter the teeding the breath will be sampled a3t 0, AU, ant 120
minutes, The breath will e sampled by o+ large cathetsr inserteo
into the anterior nares, a finjger presscd ajainst the opposite
nares, A smaller tube will be inserted into the Targer ant
attached to a syringe. At midexpliration, o ftoew ml will oo
aspirated to a total of approximately 20 ml and inscrflatea into
a vacuum test tube, Breath hydrogen ~111 be measared by gas
chromatograph eguilpped with a reduction gas detector,

PROGRE S
LY 09 = 43 09) The majority ot time has Peon chevoten o et b
ap egquipment and standardization of procedures. SIXointant s have
been entered on the protocol with no adverse otfects,

STATHS: o)




IITLE:  Prevalence ot Thyroid Dystunction in Juvenile Onset
Diabetic Children and [ts Relationship to Immunotype

PRINCIPAL INVESTIGATOR: MAJ Dan . Moore, MC
PROFESSTONAL ASSISTANTS: None

WORK UNIT NO: 3178y

TECHNICAL OBJECTIVE

To define the percentage ot juvenile onset diabetic children who
have thyroid Jdysfunction as assessed Ly measurement ot thyroid
antibodies, T4, T3RU, and TSH response to TRH infusion. HLA
typing will be done and a correlation made between those patients
with evidence of thyroid autoimmunity and dysfunction and their
immunotype to see if a subgroup of patlents with juvenile onset
diabetes can be identified by HLA typing who will be at risk for
development ot thyroid dysfunction in later life,.

METHOD

Twenty-tive patients, 18 years of age or less, will have a TRH
test which will consist of three blood samples taken as forllows:

a. Baseline - for TsH Ty, T3, thyroid antibodies, HLA type
and hemoglobin A1C,

b. Injection of TRH, 7 ug/kyg TV

<. 30 minutes - blood sample for TSH

d. 60 minutes - blood sample for TSH

Measurement of TSH, Ty, TyU, thyroid antibodies, HLA type and
hemoylebin AjJC are accepted tests in the management of the
diabetic. The TRH test is a standard test to evaluate thyrold
function.

PROGRESS

(82 09 - 83 U9) Three patients were entered in this study in

FY 83 for a total of eight subjects. One of eight diabetics was
found to have thyroid antibodies. No abnormalities were tound

in thyroid function., Five of eight patients had BX or B15 hapto-
type; however, the inability to obtain DR typing limited the
usefulness of HLA typing. Somatomedin-C was low in one of the
eight patients but did not correlate with thyroid or nutritional
status. No more studies are planned due to a lack of usetul
informat 1on and the low number of paticents willing to participate.,

STATIHS ¢ ()
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[ T Somatoemetta-o o Gopada Mot neene s in Preec o lous eexaagl
Develosoment and 1n Relatron to Medraoxyprogest erone
t Yt R

I'reat ment
PRHINCTEAL INVESTIGATOR:  11C ban . Moore, MC

PROFESSTONAL ASSTISTANTS : Col Stephen kR, Plymate, MO
Vincent . Kelley, M. I,

WORK (UNTT N 317113
JECHNICAL OBJECTIVE

To derine the abnormalities ot pitultary, adrenal, ana ;onadal
tunction in patients with precoclous sexual aevelopment in order
to discern whether certain laboratory determinations correlatse
~vith clinical stages of sexual precocity and can be predictive

of subscguent course; to discern whether any of these same
parameters can be used to predict response to medroxyprojgesterane
therapy; and to assess the relative of fect of medroxyprogesterone
In suppressing somatomedin=-C nd sex sterords of gonadal vs
adrenal origin.,

METHOD
Thirty patients w~w1th precocious sexual Jdevelopment (males under
9 years and temales under 3 years) will e given a pnysical
axaminiation rating ot puberty status according to the system of
Tanner. Plasma 1.H, FSH, By, t,, T, DHEAS, Done age tilms, ana
skall tilms will be done. Blood samples will e arawn ror
somatomedin=C, somatomedin hioassay, Ad-androstenedinne and
SHBG.  Once a dlagnosis 13 made, patients will ne tollowed at 3
moenth intervals according to standard procedure.  Those patient s
In whom it is clintcally indicated will be placed on medroxy,ro-
jesterone therapy (J00=-200 myg IM every 2 weeks),  Those patients
placed on medroxyprogesterone will have 1n1t1al blood tests
repeated at 4 and A onontiie t assess et foect of therapy,

PROGRE S

(B2 09 = #43 04) Fen addit tonal sl Jec s were enters o 1o s
protacol during bY #3. 0 The Investigator 18 1n the process o
as=emnhling the data and analysrs 15 to commence short oy,

STATS ()
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S ke A Teacning Mode! tor Pediatric Intubation Htilizing
Rl amine-se date Kty

RIONC AL INVESTLGATORS VIO Gary Pettett, MO

PRk RS ToONATASSTSTAND s COL Frrol R, Alden, MC
LIC Renald W, Breanz, MO
LTCopact b, Jennain s, WO

thw ONT D NGO T30

TRCHNICAL OBJECTIVE
T teach Intant resuscitation procedures to nurs2s, nurse
Slinicians, OUB-GYN residents, and other nonpediatric physicians
who may e called upon to treat pediatric emergencies. Many
physicians and paramedics have never had the training oppor-
tunity Lo oattempt intubation ot an awake living c<reature. The
“itten, 1mmobilized witnh ketamine hydrochloride, gives the
student the opportuanity to visualize vecal cords, precipitate
laryngospasm, and learn the ditficulties associated with

CeMme2 U Jen Intuanhation,

METHOD

Weaned kKittens, weighilng 0.5 to 1.0 ky will be used in these
teaching sessions. Ketamine hydrochloride (22 my/ky' plus
atronine sulfate (0.04 mg/kg) will e administered intramuscu-
larly to eact kittren., 1Intubation will be performed with the
kitrens on their packs, using a pediatric laryngoscope, and
sizes #-14 French endotracheal tubes, Kittens may be used for
several consecutive weekly sessions until they grow too large
t.ove utilized., The procedure (s not harmful to the kittens,

PROGRESS
(dz D9 = 83 9v)  This contse was Jiven on three occasions during

By 83,

SUHLTCATTON tennsngs, PLd., Alden, FL.R., and Brenz, R.W.:
A Teaching Model for Pediatric Intubation
ity lizing Ketamine-sedated Kittens,
poediatrics 53:283-84, 1974,
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A Teacning Model tor Pediatric Intubation Utilizing Ketamine-—
sedated Kittens - Pettett

FEXHIBL L : Alden, E,R., and Jennings, P.B.: Animal Moagels t.r
Neonatal Resuscitation.,

a. Annual Meeting ot the American Academy of
Pediatrics, Chicago, IL, Oct 1976,
Gold Award for oOutstanding Exnibit tor Teachiny
Value.,

b.  Annual Meeting of the American Medical Association,
San Francisco, CA, Jun 1477,
Certiticate of Merit

9]

American Veterinary Association
Atlanta, GA, Jul 1977,

d. Annual Meeting ot the Association of Military
Surgeons, Washington, DC, Nov 1977.

STATUS: ()
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TITLE: fechnigues ot Advanced Lite sSupport
PRINCIPAL INVESTIGATOR: LTC Philip . Pettett, MO

PROFESSTONAL ASSISTANTS: COL Barry Wolcott, MC
LTC stan Harris, MC
LTC william A, Madden, MC
MAJ Steve Dronen, MC
MAJ Philip V. Marinelli, MC
MAJ sStanley P, Liebenberqg, VO

WORK UNIT NO: 83/35%

TECHNICAL OBJECTIVE

To provide experience tor physicians/nurse personnel in the
technigues of advanced life support. This program will provide
the student with familiarity in the skills of thoracotomy,
percutaneous/venous puncture, arterial venous cutdown, vascular
line insertion and tracheostomy placement.

METHOD

The animal models will be mongrel dogs. FEach animal will be
properly prepared for standard surgical technigues Dy shaving

and scrubbing. Surgical procedures will be performed in a sterile
manner with the animal fully anesthetized and supported by proper
ventilatory technique. Each animal will then undergo the followiny
surgical procedures using techniques currently in hospital practice
for tvimans:

(1) thoracotomy with pleural tube insertion

(2) percutaneous arterial and venous cannulation with TV lines
(3) arterial and venous cutdown with IV line insertion

{4) tracheostomy insertion

At the conclusion of the experiment, surgical sites will be
properly closed and the animal ygiven a lethal dose of barbiturate
without being allowed to regain consciousness.

PROGRESS

(83 01 - 83 09) This i3 a teaching protocol and 1s given to all
Pediatric residents on an annual Ptasis,

STATUS : ()
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TITLE:  Neonatal Hydrotherapy: An Adjunct to Developmental Barly
Intervention in an Intensive Care Nursery settilng

PRINCIPAL [NVESTIGATOR: MAJ Jane K. Sweeney, AMSC

PROFESSTONAL ASSTS: LTC Gary Pettett, MC
CPT Carolyn Talentino, ANC

WORK UNIT NO: 83/16

TECHNICAL OBRJECTIVE

To descrine the use of hydrotherapy tor intants at high risk for
neurnlogical impairment and developmentail delay in an intensive
care nursery; measure the physiologlc parameteres and behavioral
state changes before, during, and after agquatic intervention; and
a1alyze the potential physiologlc risks versus therapeutic
musculoskeletal and behavioral benetits in the use of hydrotherapy
as an adjunct to an 1ndividualizea developmental intervention
program 1n the nconatal 10U,

METHOD

Twenty (20) medically stable infants » 36 weeks jestation will be
studied. Randomization will not be used in the selection process;
rather, the total caseload will be screened tor medically stable
infants with abnormalities in muscle tone and/onr in behavioral
s-ate control when handled,

A standard plastic bassinet will be used as the neonatal hydro-
therapy tub with the water temperature prepared at 37 .2-34.3°9C.,
An overhead radiant heater will be placed over the tub to decrease
temperature loss in the undressed infant. Mean blood pressure,
mean heart rate, and behavioral state will be measured at 5 min
intervals during the 20 min period before aguatic intervention,
at 5 min intervals during aquatic intervention, at 5 min intervals
during the 20 min period after aquatic intervention. The methods
of aquatic intervention will be compared 1n ecach subject: warm
water immersion by one examiner and warm water i1mmersion and
hydrotherapy techniques by two examiners (one at head/shouldoer
region and one at pelvis/lower extremity region). The hydrothe-
rapy technigques consistent with the Neurodevelopment Treatment
Approach will involve midline positioning of the head, graded
muscle tone normalizing movements of the trunk and extremities,
and proximal hand placement .  The behavioral state of the infants
wilil be evaluated and coded from the standardized scoring
system in the Brazelton Neonatal Behavioral Assessment Scale,
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TITLE: Neonatal Hydrotherapy: An Adjunct to Developmental Farly
Intervention in an Intensive Care Nursery Setting

(82 11 - 83 09) Three infants were studied., A total of twenty
observations were recorded from the three intants. This resulted
in nine observations of water immersion only and eleven observa-
tions of water immersion and hydrotherapy. Collective data
trends demonstrated the following: (a) increased blood pressure,
heart rate, and behavioral state during both forms ot aquatic
intervention; (b) decreased heart rate atter hydrotherapy with
increased heart rate after the sessions of immersion only;

(c) smaller increase in blood pressure after hydrotherapy than
atter immersion only; (d) maintenance of the quiet alert state
following immersion only. Hydrotherapy utilzing NDT facilitation/
inhibition principles with gentle ygraded flexion and rotary
movements at shoulder and pelvic girdle reygions with midline

head position resulted in longer periods of sustained alertness
and less change in physiologic variable than the ten minute
sessions of warm water immersion only.

The risk-benefit relationship of the ettects of hydrotherapy is
noted in terms of potential physiologic complications to high

risk infants versus therapeutic neuromusculoskeletal and behavioral
benefits. These benefits included the tollowing: (1) improvement
in abnormal muscle tone; (2) enhancement ot visual and auditory
orientation responses; (3) improvement 1n fteedingy behavior;

(4) contracture control; (5} parent participation in therapeutic
bathing; (6) role release ot nydrotherapy to the nursing staff

for evening and weekend carryover; and (7) cost effectiveness in
terms of eqguipment, time management, and personnel resources.

PUBLICATION: Sweeney, J.K.: Neonatal Hydrotherapy: An Adjunct to
Developmental Intervention in an Intensive Care
Nursery Setting; in Aquatics: A Revised Approach to
Pediatric Management, The Haworth Press, 1983,
pp 39-52.

PRESENTATIONS: Sweeney, J.K.,: Neonatal Hydrotherapy: An Adjunct
to Developmental Intervention in an Intorsive
Care Nursery setting,

a. Amcrican Physical Therapy Association Combined
Section Meoting, Nashville, TN, Feb B3,

b. American Physical Therapy Association Annual
Conforencs, Kansas Clty, MO, Jun B3,

C. PRastern Reglonal Neurodevelopmental Therapy

Conterence, National Children's Hospital,
washington, DC, Nov 83,

STATUS @ ()
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TITLE: Descriptive Study of Characteristics of Aaoloscent
Women Who Have Had Unplanned Pregnancies with o
Comparison Study of Those Who Have Not

PRINCIPAL INVESTIGATOR: LTC Gentry Yeatman, MO

PROFESSTONAL ASSISTANTS @ Juvann M, Waoltt, RN,

WORK UNIT NO: 83/80

TECHNICAL OBJECTIVE

To identify the high risk and the low risk parameters Por teenage

pregnancies in order to better educate teenage Girls 1n the a
of avoiding unplanned pregnancies,

METHOD

A minimum of 100 adolescent women ages 14-19 will be provided

with a cover letter and a questionnalre, A gquiet, private location

will be provided in which to complete the qgquestionnalre,

After completion, the gquestlionnaire will be placed in 2 seale
envelope by the participant and returned to the researcher or

receptionist, The questionnaires will be collected and analyzed.

The guestionnaire consists of 32 items, divided into eight

categories: demographic, attitude toward contraception, knowledge

of contraception, reproductive knowledge, perceived severity,
perceived susceptibility, perceived benefits of action, and a
self-esteem scale.

PROGRESS

(83 49 - 83 UY) This is a new study. The logistics are bein
worked out. No patients have been ontered.

STATUS ¢ (O)
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TITLE: Analysis of Thigh Girth Measurement as an bEvaluat tve Tonl

PRINCIPAL INVESTIGATOR: 1LT Stephen C. Allison, AMSC
PROFESSTONAL ASSISTANT: CPT Kathleen A. Westphal, AMsSC
WORK UNIT NO: 83/14

TECHNICAL OBJECTIVE

To determine the value of human thigh girth measarement as an
eviuative tool in predicting asymmetry in the fanction of knee
flexors and extensors and to determine 1t there oxists an optimal
site tor girth measurement in terms of predicting muscle function,

METHOD

Thirty adult will be studied. Ths patient must have 2 cn oor “
more asymmetry in thigh girth as measured 15 cm proximal to the
superior border ot the patella. Patients with acute injury,
acute pain, acute knee joint effusion or limitation ot active
motion exceediny 10° of knee extension or 100° of knee flexion
will be excluded. The data to be gathered will include sox,
dominant limb, a brief history, thigh girth measurements ot both
lower extremities, and isokinetic testing of both knces for
flexion and extension, Girth measurements will be taken of

both thighs at 1 c¢m increments, beginning 1 ¢m proximal to the
superior patellar border and ending 20 cm proximal tn the !
superior patellar border. Measurements will be recorded to the i
nearest half centimeter Isokinetic testing will be done on both ;
knees using the Cybex 11 dynamometer and associated testing

apparatus currently in used in the Physical Therapy Clinic,

Fach test will be standardized according to the Cybex testing

manual. Data to pDe obtained from the Cybex ygraph readouts will

include peak quadriceps and hamstring torques at 60°/second and

number of repetitions to 50% quadriceps fatiyue at 180°/second,
Measurements will be recorded to the nearest font-pound. Pierson
correlation coefficients will be obtained for the 30 scts of

paried data representing each of the 20 thigh girth levels

measured ., Asymmetry at each of the 20 levels of thigh girths

will be tested for correlation with loss of quadriceps strength,

hamstring strengy, and quadriceps endurance. T-tests for signit-

icant difference between coefficients of correlation will then

be applied to determine relative strengths of correlation,

.s.__.._.,‘__._w._

PROGRESS

(82 11 - 83 09) Approximately 15 subjects were ontered in this
protocol, The protocol has been closed at MAMC due to the
departure of the principal lnvestigator. OCp7T Allison has

had the protocol approved at Ft Riley, Kansas, and will
continue to enter patilents into the study there,

STATHS ¢ ()
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TITLE:  The Neuropsychological Correlates of Hyperthyroaaysns
and 1ts Treatmem

PRINCIPAL TNVESTIGATOR: MAJ Lloyd |, Oripe, MSC

FROFESSTONAL ASSTISTANTS: LTC Gary Treece, MO
MAJ Louis Pangar o, MC
MAJ Raymon i parker, Mo

WORK UINTT NO: gL775

TECHNIUAT OBJECTIVE
To determine the nearopsycholoagieal correlates of hyperthyroidism
and the etfects of treatment |

METHOD
Approximately 30 subjects presenting with g Jdiagnosis orf spontaneoas
nyperthyroidis=sm, whose management and treatment have been deciden
by the primary physician, will be entered in the study., Phase 1 -
will include the administration of the entire Halstead-Reitan
Neuropsychological Test RBattery during the physician's initial
diagnostic work-up. Phase 11 - PpPatients will be randomly assigned
to receive either propranolol, 40 mg g.1.d. or a placebo. After
7-10 days of druy therapy patients will again be gilven the Halstead
Reitan Battery and blood levels will be checkerdd, Phase 111 - the
test battery will be administered for the third time aftor the
patient has been euthyroid for one month as Jdetermined by TET.
Thirty controls without psychiatric, neurological, or thyroid dis-
ease will be matched with the experimental qgroup for age, sex,
intelligence, and education. They will be administered the
Halstead-Reitan Battery on the same schedule as the experimental
group.  Thyroid statnas would be determined at cach testing by
tioond levels for hormones.  Hoteling's Multiple t-tests for malti-
varitant dat e will be atilized to make comparisons boetween tro
jroups for the three testings, Correlations with test measutes
and blood levels will also be made,

PROGRESS
(B2 09 =~ K83 09) Two subjects were entered during FY 83 tor a

total ot eijght subjects,  The investigators will continue to
enter subjects,

SIATH S (i)
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TITLE: Psycholoyical vVariables Related to Childbirth and Farly
Infant Development

PRINCIPAL INVESTIGATOR: MAJ Anthony . Zold, MSC

: PROFESSIONAL ASSISTANTS: CPT Richard H. Rubes, MsC
; CPT (USAR) Maren Stavig, ANC

WORK UNIT NO: 81/59

TECHNICAL OBJECTIVE

To study selected psychological and behavioral variables during

' pregnancy which may aftect ease of delivery, medical complications,
and carly growtn ant jfeselopment ot the infant., Specifically,

fhe 1 de,enitent v atles o e 1nvestigated are: (1) maternal

BXpect g e vt v ot ot the antant; (2) mother's per-
et R SR t onal o sapport; (3) orgasmic history
, o : . . n o1 ov=rious childbirth preparation

creecsion o during pregnancy.

Tyt trom volunieers at
recontact mother for
' ' osubjective rating
oot search for
v oot complications,
ot ween mother and
i1, request mother '
vieoand do a record q
oanalysis will
.ol ocontingenncy

Vot

arth, and six
e sment tools
- 1w toostart in

~
S 't depresession

. - ot it1=taction are 5

.. S ¢ otarth complications

:~E o ’ e tor o the newborn.,
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PLrLr: Implantation ot Intraocelar Tenses

PRINCIPAL INVESTIGATOR: Coll Stanley OO abiasan, MO
PROFESSTONAL ASSISTANTS: Col. stanley O =0 by, M
LTC Christopher G, #nijnr, Mo
MAJD Bruace §, bellin, ™Mo
CPT Lawrence . Hannoen, MO
LTC John O, toogin, Mo

WORK UNI'T: 79764 s

TECHNICAL OBJECTIVE

To become proficient in intraocular lens dnpbent st a0 oy
Invest rgator status with FDA regulrement s, therohy prov: T 3

new technigque 1o ophthalmic surgical care tor our jat et -

METHOD

1o Obtain dppropriate instruments to accomplisn rhe srocedore,
343 I3 t t

2. Opbtailn resear:e invesbigator status witn companies tihiat nave
FDA approval Lo supnly the lenses,

. Implant lenses an 10 rabbits as 1 training exporience o
surjlcal nurses and assistants in this procedure,

4. Implant lenses i1n appropriately selected patients in srder
to provide visual rehabilitation,

5. To eventuall o stablish this 43 a routine procedure in the
military medical armamentarium ot ophthalmic care.

PROGRESS

(A2 10 - 83 09) Lenses were implanted in 238 patients darin: sy B3
with no adverse reactions.  The ophthalm 0 g ic community i
fonecs o= 5 5 amdar

progressing towards accept ing the intrao. 1ar
part of the surjical armamentarium ot thas speclralty.  sSpecial
status as a research tool should be obviated within two to {hrees
years,

STATHS @ (1)
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FIrles e Evaluation of Synthetto and Autologous Gratts in oan
Acute Woundd

PRINCIPAL INVESTIGATOR: Col Charles Andersen, MC

PROFESSTIONAL ASSISTANTS: MAT iddie J. Reddick, MC
[Lindi Rickerstaftt, M.Dh., DAC

»
WORK UNILU NO: 83/65
LECHNICAL OBJECTIVE
To determine the most appropriate arterital replicement 1 an acute
wound by comparing autologous saphenous veln, Goertex Pivk graft,
and Meadox RBiograft.,
METHOD
i

Elighteen {(12) adult mongrel dogs will e divided anto thres growps
ot six with each group having arterial replacement ~ith erther
autogenous saphenous veln, Meadox Riografo, or sortex PIVE ratt,
After adeguate general anesthesia, 3 standard, reproducible wound
will be made in the hind leg near the area of the temoral artery
using a captive bolt jun. The animals will be kept under anes-
thesia tor three hours. The woumnds will be debrided, the arterial
graft will be inserted under sterile conditions, and ¢ wound
will be primarily closed. Riood cultures and wound cultures wiil
be taken at the time of Jdebrideaent and at the time ~f gratt
sacrifice. This will result 1n two aerobic and two anaerobic
Hlood cultures and two aer bie and two anaerobic tissue cultures
Deinyg pertormed on each animal, The wonndd will be observed

daily for ten days and weekly thereatter tor evidence of wound
infection, At two months post injury, an arteriongram will De
performed, the wound will be roe-oxplored and the gratt renoved,
The yratt will be inspected tor cocadoancurysn tormation, neo-
intimal tormation, obvic :s site ot bhreakdown, patency, and
evidence f distal embolization., Aarnals which di1e prior to
two-onths will be autopsict anag the gratt will be inspected as
above, If an animal becomes septic, 1t will be euthanized,

PROGRESS

(33 07 - 83 09) This protocol has ot bBeea started,

STATIHS Vi
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TITLE: Treatment of Recurrent Otitis Media: Chemoprophylaxis
Versus Tympanostomy Tubes

PRINCIPAL INVESTIO Mok MAJ James E. Arnold, MC

»

PROFESS1ONAL ASSISTANTS: CPT James B, Erhart, MC
CPT Alan G. Getts, MC
CPT Stephen R, Pratt, MC

-~ v -

i \.\\ ~

WORK UNIT NO: 83/33

TECHNICAL OBJECTIVE

To compare the effectiveness of treatment with PE tubes or
antibiotic prophylaxis in children with recurrent otitis media.
METHOD
Children with recurrent otitis media will be randomly assigned to:
Group A: Bilateral myringotowmies with placement of PE tubes.

Group B: Prophylactic antibiotic regimen consistinf of
Gantrisin, 500 mg for six months.

Group C: A placebo will be given for six months,

They will be followed for six months to determine the most
effective treatment modality.

During an episode of acute otitis media, patients will be treated
with appropriate antibiotics, and the study medicine will be
discontinued until the episode is resolved.

A failure will be defined as two or more episodes of recurrent ,
otitis media within a three month period after entering the study. |

Those patients who fail will be treated in the following manner: i
Patients in Group A will be treated with the Gantrisin regimen,
Patients in Groups B & C will then undergo myringotomy and PE tube
placement .

PROGRESS
(83 01 - 83 09) Ten subjects have been entered. As this is a

double blind study and the code has not been broken, no results
are available.

STATUS: (0) :




TITLE:

The Effect of Dimethyl Sulfoxide on the Uptake of Cisplatin

From the Urinary Bladder of the Dog

PRINCIPAL INVESTIGATOR: LTC

PROFESSIONAL ASSISTANTS: LTC
LTC
MAJ
MAJ
MAJ

William Belville, MC

Samuel J. Insalaco, MC
George S§. Ward, VC
Eduardo S. Blum, MC
Carl F. Cricco, MC
Willis H. Jacob, MSC

ERRAE Yoty | -

MAJ Roger Schoenfeld, MC

WORK UNIT: 79/57

Thio-TEPA was the original drug to be utilized in this
study. Being unable to develop a successful thio~TEPA
assay, cisplatin was used in the study due to the ease of
measurement by atomic absorption spectrometry and because
its medium-sized molecular weight avoids excessive
absorption. The original protocol is listed below.

NOTE:

TECHNICAL OBJECTIVE

Thio~TEPA has been used in the management of various types of
neoplasias for almost two decades. However, its use in the
management of urinary bladder carcinoma has had mixed results.
In addition, the cytotoxic effect of thio-TEPA on the hemato-
poietic tissues are a severe side effect in its use. The
objective of this study is to determine if intravesicular
thio-TEPA can be more effectively transported through the
urinary bladder wall using DMSO as a carrier.

METHOD

Ten dogs will be divided into groups I and II (4 dogs each and
Group III (2 dogs). The test solution (50 ml) will be instilled
into the urinary bladder of each animal and maintained there for
one hour. The test solutions are: Group I 45 mg thio-TEPA in

50% DMSO; Group II - 45 mg thio-TEPA in an isotonic salt solution;
and Group III -~ 50% DMSO in an isotonic salt solution. The

Group III animals are to verify that DMSO does not interfere

with thio-TEPA identification.

Blood samples will be obtained from the caudal vena cava and the
external jugular vein immediately before instillation of the test
solution and at 5, 10, 20, 40, and 60 min after instillation. One
blood sample will be taken from a small vein on the bladder sur-
face at 15 min and the test solution will be withdrawn from the
bladder at 60 minutes.

. .
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The Effect of Dimethyl Sulfoxide - Belville E

Two dogs from Groups T and IT will be studied for toxicity -4
following a complete treatment regime, consisting of four weekly
treatments as described above. These animals will have bone
marrow, liver, kidney, and spleen biopsies before the first
treatment, One week following the last treatment, the dogs will
be sacrificed and tissue sections of the same organs plus the
urinary bladder and lens will be taken., Th. se tissues will be
examined histopathologically for evidence of toxic changes.
Complete blood counts will also be performed at weekly intervals,

The remaining two dogs in Groups I and II will have a section of
urinary bladder removed following the test solution instillation.
This tissue section will be divided and one part homogenized and
extracted for thio~TEPA analysis and the other section evaluated
histopathologically.

The withdrawn test solution, blood samples, and bladder tissue
extracts will be analyzed by spectrophotometry to determine

levels of thio-TEPA. The results will be compared to determine 4
effectiveness of DMSO in increasinyg absorption of thio-TEPA. 1
b

PROGRESS

(82 10 - 83 09) Cis-platinum was used in this study rather than
Thio-TEPA. The results of the study suggest that DMSO is useful
by transporting cis-platin into the muscle layer of the canine
bladder. Serum levels of cis-platin can be monitored and dosages
can be adjusted to avoid untoward side effects, with an accept-
able assay. A larger series is necessary to solidify and extend
these observations. No laboratory work was done in FY 83 due to
personnel shortages. It is anticipated that further work will

be accomplished in FY 84,

PRESENTATION: Schoenfeld, R.H., Belville, W.D., Jacob, W.H.,
Buck. A.,S., Dresner, M.L,.,, Insalaco, S.J., and
Wward, G.S.: The Effect of Dimethyl Sulfoxide on k
the Uptake of Cisplatin Fr.m the Urinary Bladder I

of the Dog. Kimbrough Uroloyic Seminar, Denver,
November 1981.

PUBLICATION: Schoenfeld, R.H., Belville, W.D., Jacob, W.H.,
Buck. A.S., Dresner, M.L., Insalaco, $.J., and
Ward, G.S.: The Effect of Dimethyl Sulfoxide on
the Uptake of Cisplatin From the Urinary Bladder
of the Dog: A Pilot Study. J Amer Osteopath
Assoc 82: 570-753, 1983.

]

STATUS

(0)

\

|
189 '
1
1




TITLE: Early Definitive Treatment of Pilonidal Abscess vs Delayed
Definitive Treatment, A Prospective Randomized Study.

PRINCIPAL INVESTIGATOR: LTC Preston Carter, MC
PROFESSIONAL ASSISTANTS: LTC James F. Bascom, MC

CPT Robert B, Freeman, MC
CPT Edward Pullen, MC

WORK UNIT NO: 81/104

TECHNICAL OBJECTIVE

Conventional treatment of pilonidal abscess has consisted of
incision and drainage over a point of fluctuance lateral to the
midline, followed at a variable interval by definitive excision
of the midline tracts. A proposed alternative method is to per-
form the incision and drainage in the midline with excision of
the midline tracts in the process, The objective of this study
is to study the two methods to see if there is any advantage in
terms of minimizing the patient morbidity of one method over the
other.

METHOD

Patients who have had previous surgical treatment of pilonidal
disease and minors will be excluded. Patients will be randomized
to one of the two treatment methods outlined above and will be P
followed until complete healing has occurred. Hospitalization J
time, if any; loss of time from work; healing time; and compli-
cations related to either treatment method will be studied. A
minimum of ten patients per group will be studied.

PROGRESS ’

{82 10 - 83 09) Fifteen patients were entered into the study.

Early definitive excision of the pilonidal sinuses appears to be }
an effective method of treatment. This method spares the patient

the necessity of a secondry procedure which is required if

pilonidal abscess is treated with an initial incision and drainage

without excision.

PRESENTATION: Gary Wratten Surgical Symposium, Augusta, GA,
April 1983 1

STATUS: (C)
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TITLE: A Protocol to Compare Segmental Mastectomy and Axillary
Dissection With and Without Radiation of the Breast and
Total Mastectomy and Axillary Dissection,

PRINCIPAL INVESTIGATOR: LTC Preston Carter, MC

PROFESSIONAL ASSISTANTS: LTC James F, Bascom, MC 3
LTC Stanley C. Harris, MC
LTC Dick R. Smith, MC

WORK UNIT NO: 82/02

TECHNICAL OBJECTIVE

To begin participation by MAMC in an established national
cooperative study comparing *he survival, treatment failure, and
cosmetic results of partial i astectomy with and without radiation
ccmpared to modified radical mastectomy.

METHOD

Fatients with breast cancers under two inches in si1ze and without
fixation to the chest wall or skin will e otfered randomizati n
to three treatment arms: (a) seymental mastectomy, axillary dis-
section; (b) segmental mastectomy, radiation, axillary dissection;
(c) total mastectomy, axillary dissection, Patients with positive
axillary nodes will, regardless of the primary treatment, e
given L-PAM and 5-FU chemotherapy as turther treatment,

PROGRESS

(82 10 - 83 09) Eight patients at MAMO oo ' L

tne study. None of the patient 5 whoo hiave T 0y
partial mastectomy has tat an, ! dlot '
breast.

STATUS: (0)
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TITLE: Intravenous Dexamethasone to Control Post Operative Pain
in Orthopedic Patients

PRINCIPAL INVESTIGATOR: CPT Michael Q. Cosio, MC
PROFESSIONAL ASSISTANTS: COL Richard Camp, MC v
LTC Thomas J. Parr, MC S
MAJ Douglas Beirne, MC

WORK UNIT NO: 82/29

TECHNICAL OBJECTIVE

To determine whether intravenous dexamethasone can decrease the v
severity of post-~operative pain in orthopedic patients.

.,( ,i' - .

METHOD
Patients undergoing elective surgery will be studied with the 4
following exceptions: history of altered immune response or /

delayed wound healing; steroid use in past 6 months; open wounds
or fractures, infected wounds/joints or abscesses; open growth |
plates; total joint, hip, and spine surgery, history of malignancy;
pregnant or lactating female. 1In a prospective, randomized,
double-blind study, dexamethasone or placebo (DgW) will be given

IV slow push in 3 doses: 12 mg in the OR prior to surgery, then

4 mg 6 hours and 14 hours after the first dose. The patient

will fill out a questionnaire reygarding his pain level throughout
the hospital stay. Pain medications will be standardized as
follows: Morphine 4 or 8 mg IM q 3 hr and codeine 30 or 60 mg

po q@ 4 hr prn pain. 1If allergic to codeine, Zomax 1 or 2 tabs

po g 4 hr prn will be used. 1f allergic to morhpine, Stadol 1 or !
2 my IM g 3 hr with Zomax will be used. The use of antipyretics

and salicylates will be withheld for one week to insure detection

of fever and possible infection as early as possible. Since

some surygery is more painful than others, the patients will be

subdivided into groups by regions of pain. Patients will be h

tollowed until the sutures are removed, usually two weeks later,.

PROGRESS :
‘M2 10 - A3 09) Seventy~-three patients have been entered in the ‘
thllowing jroups: foot (11), ankle (3), shoulder (12), knee (13),
nand (281, ftracture (2), metal removal (4). One infection

wourred and resolved with local wound care and antibiotics. One
‘1 o tleed occurred but the patient was not on dexamethasone. In

itder t o have numbers large enough to demonstrate statistical
si4niticance approximately 50 patients per group are needed and
Ll patients tor the hand group, Investigators will continue to

eteer pataents on the study in the next year.
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TITLE: Incidence and Natural History of Deep Venous Thrombosis
in Patients Undergoing Elective Knee Srugery

PRINCIPAL INVESTIGATOR: CPT Michael Q. Cosio, MC
PROFESSIONAL ASSISTANTS: COL Stanton Brown, MC
COL Joel sim, MC
LTC Thomas J. Parr, MC

pDenise Anderson, R.N,

WORK UNIT NO: 82/57

TECHNICAL OBJECTIVE

To determine the true incidence, natural history, and response
to therapy and prophylaxis of DVT in patients undergoing elective
knee surgygery.

METHOD

Approximately 100 patients undergoing elective surgery about the
knee, except for knee ligament reconstruction, total knee replace-
ment, or pediatric patients, will have daily clinical evaluation
for DVT and PE following surgery. If a patient develops signs and
symptoms of DVT or PE, an immediate Doppler and venogram and/or
lung scan will be performed as appropriate., Otherwise, a venogram
will be performed following a Doppler evaluation of both limbs
7-10 days post op. If the incidence of DVT in the nonoperated leg
is found to be <5%, venography will be done only on the operated
leg. Those patients who have DVT will undergo a perfusion lung
scan immediately after the venogram, at four and eight days

after detection of the DVT. Those who have CVT confined to the
calf will not receive any therapy. Those with DVT of the calf
with proximal extension will receive a 10 day course of IV heparin,
The heparin will always be given by continuous IV infusion,
maintaining the PTT between one and a half to two times normal.

PROGRESS

(82 10 - 83 09) Of the 21 subjects entered into the study, 14
have had arthroscopic surgery only, 7 have had arthroscopic sur-
gery combined with a second operative procedure on the same knee,
Ten patients have had bilateral venograms, all of which have been
negative with no adverse reactions. The remaining 11 patients
have had venograms performed on the operated limb only; all of
them have been negative. Two allergic reactions in the form of
hives have been encountered; each resolving after IM benadryl.
The rate of DVT in elective knee arthroscopic srugery appears to
be quite low. Thus far, there have been no instances of documented
DVT in the operated limb of 21 patients or the nonoperated limb
in 10 patients.

STATUS: ()
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TITLE: Bulbocavernosus Reflex and Conduction Velocity of Dorsal
Penile Nerve in Normal Men

PRINCIPAL INVESTIGATOR: COL Martin L. Dresner, MC
PROFESSIONAL ASSISTANT: MAJ Mohammad A. Saeed, MC
WORK UNIT NO: 80/67

TECHNICAL OBJECTIVE

To determine the normal values of the bulbocavernosus reflex arc
as transmitted through the dorsal penile nerve as an indicator
of peripheral neuropathy. Peripheral neuropathy is one of the
causes of organic impotence.

METHOD

Approximately 25 men will be studied with electrophysiological
testing of the bulbocavernosus reflex to determine reflex
latency and conduction velocity of the dorsal penile nerve.
Subjects will have no history or clinical evidence of any
disorder which would affect the peripheral nervous system and
sural nerve conduction will be tested to rule out subclinical
pheripheral neuropathy. A monopolar teflon coated needle
electrode will be placed in either the right or left bulbo-
cavernosus muscle and the dorsal penile nerve will be stimulated
with bipolar stimulator electrode at the base of the penis and
the glans penis using TECA TE4 electromyogram, These stimuli
will be delivered with a frequency of 1/second and a pulse
duration of 0.5 msec. At least five identical responses will
be recorded. Motor unit action potential of bulbocavernosus
muscles, recruitment pattern in bulbocavernosus muscles, reflex
latency, wave form, and dorsal penile nerve conduction velocity
will be evaluated.

PROGRESS

(82 10 - 83 09) Approximately 200 subjects were studied. The
investigators found that the bulbocavernosus reflex was slightly
higher in patients when stimulation was done at the glans penis.
No further subjects were entered in FY 84, The protocol has
been closed due to the departure of the investigators.

PRESENTATIONS: Singh, S., Dresner, M., and Saeed, M.: Bulbo-
cavernosus Reflex in Men with Impotence., Amer
Assoc of Electromyoygraphy and Electrodiagnosis,

26 Sep 80. Philadelphia.

Dresner, M.L., Saeed, M.A., Belville, W.D., and
Buck, A.S.: Evaluation of Impotence. NY Section
of the American Urological Assoc, 16 Oct 82, Rome,
Italy.

STATUS: (C) .
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TITLE: An Evaluation of the safety and Efticacy of Cyanoacrylate
Ester in Ossicular Reconstruction and Nerve Graft
Anastomosis in the Guinea Piy Middle Ear

PRINCIPAL INVESTIGATOR: COL William H. Gernon, MC

PROFESSIONAL ASSISTANTS: CPT Roy Kim Davis, MC !

WORK UNIT NO: 77/88

TECHNICAL OBJECTIVE

To determine the safety and efficacy of cyanoacrylate ester in
the middle ear; specifically, for ossicular reconstruction for
histological changes in the oval window area and in the facial
nerve. In addition, the use of this compound in tympanoplasty
would be a natural extension of this project. The intended
purpose of this study is to open the door for the use of cyano-
acrylate ester in human surgery, initially on an experimental
basis.

METHOD

The investigators propose to use Histoacryl and Crazy Glue to
do interpositions (incus) on a test group of guinea pigs as well
as place glue on the facial nerve, perhaps to do facial nerve
anastomoses, and to place the glue in the oval window area.
Approximately 39 animals would be utilized. At 3, 6, and 12 :
months, 12 experimental animals and one control animal would be '
sacrificed. Histological temporal bone studies would then be

conducted at AFIP.

PROGRESS

(82 10 - 83 09) The temporal bones were completed at the AFIP
and review of these is in process. Findings show that the
cyanoacrylate causes considerable bony overgrowth, There is no
evidence of toxicity to inner ear structures.

PRESENTATION: Wells, J., Gernon, W.H., Ward, G.S., Davis, R.K.,
and Hays, L.L.: Otosurgical Model in the Guinea Pig
("avis porer??us), American Academy of Otolaryngology,
Head and Neck Surgery, Sep 81, New Orleans, LA.

STATUS: (0)

195 '




TITLE: Advanced Trauma Life Support Course
PRINCIPAL INVESTIGATOR: LTC Stanley C. Harris, MC
PROFESSIONAL ASSISTANTS: LTC Terence L. Babcock, MC
MAJ Kenneth Frumkin, MC
MAJ Stanley P. Liebenberg, VC

WORK UNIT: 82/32

TECHNICAL OBJECTIVE

To provide training to General Surgery, Emerygency Medicine, and
Family Practice residents in the proper management of the patient

in the initial one hour after major trauma.

METHOD

At least twice a year, the Advanced Trauma Life Support Course as
designed by the American College of Surgeons will be conducted.
The course involves a hands on training session in the placement
of chest tubes, tracheostomy, pericardiocentesis, peritoneal
lavage, and venous cutdown utilizing the dog as the animal model,

PROGRESS

(82 10 - 82 10) This protocol was replaced by MAMC 83/08 with
LTC Stanley C. Harris as the principal investigator. No
training sessions were held under this protocol number.

STATUS: (C)

196




R

TITLE: Advanced fTrauma Life Support Course :
PRINCIPAL INVESTIGATOR: LTC Stanley C. Harris, MC
PROFESSTONAL ASSISTANTS: MAJ Stanley P. Liebenberyg, VC

WORK UNIT NO: 83/08

TECHNICAL OBJECTIVE

To provide training to general surgery, emergency medicine, and
family practice residents in proper management of the initial one
hovr after major trauma.,

METHOD

This course as designed by the American College of Surgeons ill
te given at MAMC one to two times per year. The course in c~s
hands-on training using dogs as the experimental model. Ea bt
student will be directly involved in the performance of a veuous
cutdown, cricothyroidotomy, tube thoracostomy, peritoneal lavage,
and pericardiocentesis.

PROGRESS
(82 10 - 83 09) This course was completed twice during FY 83.

A display of Advanced Trauma Life Support objectives at MAMC
was given at the Tacoma Surgical Society Meeting.

STATUS: (O)
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TITLE: Medical Treatment of the Frey sSyndrome
PRINCIPAL INVESTIGATOR: COL Leonard 1., Hays, MC

PROFESSIONAL ASSISTANTS: Alvin J. Novack, M.D.
University of Washington

WORK UNIT NO: 76706

TECHNICAL OBJECTIVE

1. To study objectively the true incidence of the Frey syndrome
in post-parotidectomy patients by means of the Minor Starch Iodire

Test.,

2. To determine the eftfect of, and patient satisfaction with,
medical managjement comparing on a double blind basis topical use
of a placebo, varying concentrations of scopolamine hydrobromide,
and the newer anticholinergic agent, glycopyrrolate.

3. To investigate the value and practicality of iontophoresis
of the above aygyents to increase the duration of satisfactory
control of sweating.

4, To compare the topical use of a patient's most effective
antiperspirant on the involved facial skin with the result trom
the topical use of the most eftective agent in the double blind
series for that patient.

METHOD

Phase I - Double-blind treatment with 1/4%, 1%, and 3% scopolamine
hydrobromide cream, 0.1% Jlycopyrrolate, and a placevoo; comparison
by the patient as to etffectiveness; and retreatment after drug
dosage adjustment if the patient fails to respond.

Phase II - Utilize iontophoretic introduction ot the best anti-
cholinerygic agent to a group of volunteers with significant
sweating symptoms and to a ygroup who are medical tailures and
compare action and duration of action with iontophoretic intro-
duction using tap water, Ringer's lactate, or saline.

Phase [Tl - Patients who fail medical treatment o. have become
dissatisfied with the medical treatment and have signrificant
symptoms confirmed on minor starch-iodine testing will be
offered surgery such as flap elevation or tympanic neutrectomy.




Medical Treatment of the Frey Snydrome - Hays

PROGRESS

{32 10 - 83 09) Four new patients were centered n FY 83, for

a total »f 26 patients studied. The use of topical glycopyrrnlate
remains a highly ettective means to control ygustatory sweating with

rare minor side effects such as dry eyes or oral dryness. The
investigators plan to study more patients,

PUBLICATION: Hays, L.LL.: The ¥rrey snydrome: A Review and Double
Blind Evaluation of the Topical Use of a New Anti-
chloinergic Agent. Laryndgoscope 88:1796-1824, 1974.

PUBLICATION: Hays, L.L.: The Frey Snydrome. News Bulletin, The
American Acad Otolaryngology-Head and Neck Surygery,
20 sep 81.

DPRESENTATION: Hays, L.L., Novack, A.J., and Worsham, J.C.:
The Frey Syndrome, A Simple Kffective Treatment,
American Academy of Otolarynjology Meeting, New
Orleans, LA, Sep 8l.

PUBLICATION: Hays, L.L., Novack, A.,J., and Worsham, J.C.:
The Frey Syndrome, A Simplie Effective Treatment,
Otolaryngol Head Neck Surg 90:419-25, 1982,

STATUS:: (0)




TITLE: Teachinyg Proygram for Practical Microsuryery

PRINCIPAL INVESTIGATOR: LTC Stanley Jack on, MC
PROFESSIONAL ASSISTANTS: COL Leonard L. Hays, MC
LTC Preston L. Carter, MC

LTC Thomas G. Griffith, MC
MAJ Stanley P. Liebenbery, VC

WORK UNIT NO: 82/35

TECHNICAL OBJECTIVE

To establish a formal training program in clinical microsurgery
at MAMC for use of surgeons desiring to develop this expertise.

METHOD

In oéaer to pertect the techniques needed to perform clinical
microsurgery, extensive ~ractice is needed in the research
laboratory. The teaching program will be established at the
Department of Clinical Investigation, and a room will be set
aside for the project where equipment for the microsurgery can
be housed. A schedule of two afternoons per week will be set
aside for teaching sessions. Animal model preparations (cadaver
and live) will be developed by the veterinary surgical consultant
with the support of the clinical teaching staff. Sessions will
begin with lectures, followed by practical exercises in anatomy
and step-by-step instruction in the surgical techniques.

PROGRESS

(82 10 - 83 09) There was minimal participation during FY 83 due
to time restrictions on the Plastic surgery Service, Time has been
scheduled for each Thursday afternocon for four hours of microvascular

practice and teaching. Tentative plans are to prepare for free
flap transfers.

STATUS & (0)
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TITLE: Evaluation of a Short Course of Prednisone in the
Treatment of Serous Otitis Media: A Double Blind
Crossover Study

PRINCIPAL INVESTIGATOR: MAJ Del Ray Maughan, MC

PROFESS [ONAL ASSISTANTS: COL William Gernon, MC
LTC William Harpster, MC

WORK UNIT NO: 82701

TECHNICAL OBJECTIVE

To evaluate the effect of a brieft course of prednisone on the
course ot serous otitis media,

METHOD

Population: Patients diajgnosed as having unilateral or bilateral
serous otitis media by clinical microscopic exam; type B tympano-
gJyram must be present; ettusion must be unresponsive to standard
medical therapy, usinyg decongestants, for at least three weeks;
adult and pediatric patients will be studied,

Double blind protocol: Group [ (25 patients) - placebo
Group I1 (25 patients) - prednisone
1 mg/kg for 2 days; 0.75 mg/kg
for 2 days, and 5 mg/day for 3 days.

Follow-up clinical exam after one week and crossover then performed
for patients with a persistent effusion. Patients clearing their
effusion would be followed with periodic clinical exam and tympa-
nometry for one year (every 3 months). Any patient developing
acute otitis media would have his medication discontinued, be
removed from the study, and receive standard therapy.

PROGRESS

{82 10 - 83 09) The investigators had revised this protocol in
FY 82 to use dexamethasone. However, they were able to obtain
the prednisone and the study was started using prednisone. Ten
patients were entered in the protocol. No adverse reactions
were reported at MAMC. However, two cases have been reported in
the literature of patients developing meningitis when treated
with prednisone for serous otitis media. Dr. Maughan feels, in
light of these reports, that proceeding with the study is not
safe. Dr., Harpster, the original principal investigator who is
now at FAMC concurs with this decision.

STATUS: (T)
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TITLE: Evaluation of Calcium Sulfate (Plaster of Paris) as v
an Alloplastic Implant in Mandible Reconstruction

PRINCIPAL INVESTIGATOR: MAJ Del Ray Maughan, MC n;

PROFESSIONAL ASSISTANTS: COL Leonard L. Hays, MC
MAJ Stanley P. Liebenbery, VC /
CPT John H. McGath, MC ”
CPT wallace E. Taylor, MC v

WORK UNIT NO: 82/34

TECHNICAL OBJECTIVE

To evaluate the use of calcium sulfate as an alloplastic implant
material in reconstruction of surgical defects of the mandible. 4

METHOD :

Six mongrel dogs will undergo unilateral partial mandibulectomies
(2-4 cm segments of hemi-mandible, dependina upon doy size) under
endotracheal halothane anesthesia. Three will have periosteum
preserved and three will have periosteum removed. Each dog

will undergo immediate reconstruction utilizing calcium sulfate
as an alloplastic implant, Stabilization will be accomplished
utilizing standard ASIF fixation bone plates applied to the
lateral aspect of proximal and distal segments. Each animal

will be placed on liquids postoperatively until intraoral mucosa
is sealed and then on a soft diet for four to six weeks. Each
dog will be followed with monthly roentgenograms to determine
calcium sulfate resorption and osteoneogenesis. Two dogs (one
with periosteum intact and one with periosteum removed) will be
sacrificed at two, four, and six months postop and the reconstructed
mandibles examined histologically for bone formation.

PROGRESS

(82 10 - 83 09) Five animals underwent wmandible reconstruction with
calclium sulfate and have been sacrificed, Gross evaluation of
study animals showed solid union of mandible in four of five
animals. One animal had a fibrous unign. Mandibles are undergoing
decalcification for histoloygical evaluation. Histology is pending
to confirm bone presence/absence.

STATUS: (0O)
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TITLE: Immunologically Mediated Persistent Infertility in
Patients Following Vasovasotomy

PRINCIPAL INVESTIGATOR: LTC Michael R. Moon, MC
PROFESSIONAL ASSISTANTS: COL Stephen R, Plymate, MC

LTC William E, Belville, MC
MAJ James W. Higbee, MsC

WORK UNIT NO: 32/68

TECHNICAL OBJECTIVE

To investigate the relationship between immunclogically mediated
infertility in patients after vasovasotomy and its treatment by

corticosteroids.

METHOD

Thirty males who are ygoing to have vasovasotomies performed will,
prior to surgery, have serum samples analyzed for antisperm anti-
bodies using the Isojima and Kibrick techniques as described by
L'nnet. They will have two serum samples measured at least one
week apart. Following vasovasotomy, monthly semen analyses will
be performed, and upon the first appearance of sperm in the ejac-
ulate, serum and semen will be analyzed by the Isojima and Kibrick
technique for antisperm antibodies. Monthly semen analyses will
be followed, and, when sperm samples for two consecutive months
are >20 million/ml with >20% motility, a sperm penetration assay
(SFA) will be performed as well as a repeat antibody study. If
the SPA is negative, patients will be treated with 1 my dexa-
methasone three times a day for one month. One month following
the dexamethasone treatment, a repeat SPA will be performed as
well as serum drawn for antibodies., TIf the patient's spouse
becomes preynant during the study, serum and semen antibodies
will be drawn and a SPA performed as soon as the pregnancy 1is
recognized,

PROGRESS

(82 1u - 83 09) Six patients have been entered on this project.
Data collection is ongoinyg.

T; S1ATUS:  (0)
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+ TLE: A Prospecusive Clinical Trial Comparing Drainage or nn
Drainage After Acute Cholecystectomy

PRINCIPAL INVESTIGATOR: CPT Michael J. O'Reilly, MC
PROFESSIONAL ASSISTANT: LTC Preston L. Carter, MC

WORK UNIT NO: 82/58

TECHNICAL OBJECTIVE

To determine the long term sequelae of repair of peripheral
meniscal tears.

METHOD

This study will be a randomized prospective clinical trial.
Patients presenting with signs and symptoms consistent with acute
cholecystitis to include right upper gquadrant pain, fever, and
luekocytosis will have diagnosis confirmed by histological exam-
ination of the gallbladder. Cholecystectomy will be performed
according to standard technigue through a subcostal incision. If
the surgeon determines that the patient has no contraindications
for inclusion in the study, the patient will be randomly assigned
to have drainage of the gallbladder bed with a Jackson-Pratt
drainage system brought out through a lateral stab wound or no
drainage of the gallbladder bed. A bile culture will be taken
and an intraoperative cholangiogram performed when possible.
Visible bile in the peritoneal cavity following cholecystectomy,
presence of a frank abscess cavity in the gallbladder bed, or a
common bile duct exploration will be cause for exclusion from the
study. Postoperative management and follow-up will be identical
in both groups. Parameters to be followed include: postoperative
fever, wound infection, return of gastrointestinal tract function,
and length of stay in the hospital. A SMAC-20 will be drawn on
all patients on postoperative day number two.

PROGRESS
(82 10 - 83 09) No patients have been entered in this study
due to time constraints on the investigators. However, the

principal investigator plans to start entering patients
within the next month.

STATUS: (O)
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TLTLE:  Repalr ot i ppher o, A

PRINCIPAL INVESTIGATOR: e

PROFESSTIONAL ASSISTANTS: 0P Moo . <

WORK UNIT NO: 82/45

* TECHNLCAL Oielro oo

To determine the lonyg term sequelac ot repain 0 e o) e
meniscal tears.

METHOD
PATIENT POPULATION: Patients who have had symptoms ot 4 torn
meniscus for at least four months and who subscguently are found

to have a peripherally torn meniscus. Patients will be excluded
who have undergone a previous menisectomy, who have a torn anterior
or posterior cruciate ligament, or who have worse than Grade 11
osetoarthritis,.

I the meniscus is detached from its capsular attachment, it will
be reattached with 2~0 Dexon suture going through the capsule,
grabbing at least 1 mm of the body of the meniscus, then back out
of the capsule and tied. 1If there is a tear of the body of the
meniscus paralleling the capsular edge of the meniscus and leaving
no more than 2 mm of meniscus still attached to the capsule, this
capsular remant will be excised, the edge of the meniscus will

be abraded, and the meniscus reattached to the capsule as above.
Both groups of patients will be placed in a long leg bent knee
cast, partial weight bearing on crutches for six weeks before
beginning knee rehabiliation, Follow-up will be every three
months for the first year, six months the second year, then
annually for subsequent years up to ten years. 1If the patient
develops recurrence of the symptoms despite viygorous physical
therapy and anti-inflammatory medication, he will be rearthroscoped
for inspection of the repair. A final evaluation of the knee

will be made at ten years that will include x-rays of the knees,
assessment of the level of activity, and knee function,.

PROGRESS
(82 10 - 83 09) six patients have been entered. The sample size

is still too small to reach adequate conclusions. Fach case has
been successful to this date, with no failures in the program,

Ageawte - €& )
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STATUS: (O)
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llir:s f'ltrasonic Localization of Internal Fixation Devices
within Connective Tissues

PRINCTPAL INVESTIGATOR: CPT Davis C. Peterson, MC
PROFFSSTONAL ASSISTANTS: LTC Thomas J. Parr, MC

MAJ William F.11, MC

MAJ Stanley P. Liebenberg, VC

WORK INIT NO: 83/75

TECHNICAL OBJECTIVE

To determine the feasibility of A-mode ultrasonography in
determining the extent of hardware penetration during internal
fixation procedures,

METHOD

PHASE I: A 3.5 mHz ultrasonic transducer with a rapid sweep
oscilloscope monitor will be coupled through a glycerin contact
with a machined 5/32" diameter stainless steel Steinman pin with
90° + 2 minute faces via a machined brass jig incorporating an cir
chamber to minimize noise as well as shear wave interference in
the near field and a 90° centered contact w' th respect to the
transducer face. The exact length will allow calculation of the
sound conduction velocity by measuring the time delay from initial
to the reflected wave from the distal face. The reflected wave
form characteristics will also be determined. The initial phase
will be conducted in air and fluid media. A stainless steel
reflector plate will then be positioned at 1 mm increments from
the pin tip in a saline bath to determine the effect of acoustic
impedance and beam attenuation on the reflected waveform., An
attenuation coefficient will be determined as a reference for
tissue comparison, Connective tissue samples will then be
interposed to again determine the wave patterns and attenuation
coefficients. Should the bone/metal acoustic impedance interface
difference be too great to allow resolution of reflected waves
from bone media through stainless steel, metals such as vitallium
and titanium with density and elastic moduli nearer that bone
will be used.

PHASE II: Phase I will be repeated using machined pins with 45°
tetrahedral tips and 90° faces with precise length measurements
with the intent of maximizing the amplitude of the reflected wave
and minimizing base width in a cutting tip.

PHASE [I1: Cliniclal feasibility will be determined by using
previously designed and tested hardware in an articular tissue
block stratified with perpendicular planes of cancellous bone,




Ultrasonic Localization of Internal Fixation Devices Within
Connective Tissues - Peterson

subchondral bone, and articular cartilage. Correlation of the
strata level by direct mapping of a cross section will be compared
with depth measurement determined directly from a machined nylon
core guide. Patterns of reflection will be recorded in the pre-
vious manner with progressive advancement of the pin to correlate
wave form with level of penetration.

PROGRESS

(83 09 ~ 83 09) The protocol has been developed and materials
list completed. 1Initial machining of parts is complete with

additional parts to be designed following preliminary work,
Connective tissue specimens are yet to be obtained.

STATUS: (0O)
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TITLE: Replacement ot Interior Vena Cava With small Bowel
Interposition oratt

PRINCIPAL INVESTIGATOR: MAJ kddie J. Reddick, MC
PROFESSIONAL ASSISTANT: MAJ Stanley P. Liebenbery, VC

WORK UNIT NO: 83/04

TECHNICAL OBJECTIVE

To demonstrate the feasibility of replacing a traumatically
injured segment of inferior vena cava with a small bhowel inter-
position graft.

METHOD

Laparotomy will be performed on six sheep and 6 cm sections of
infrarenal vena cava will be excised and replaced with segments
of small bowel approximately 40 cm from ligament of Treitz.
Supply to bowel segment will be preserved.

Two weeks postop, venogram of infrarenal vena cava will be
performed to assess patency.

The sheep will be re-explored after venogram, and bowel segments
will be removed and studied histologically and grossly. Specific
histological points of interest are: neo-intimal formation,
adherence of clot, and mucosal changyes.

This will be a pilot study. 1If this project is successful, a long
term study (approximately 6 months) will be performed to assist

in the assessment of aneurysmal formation of the small bowel in
the vena system,

PROGRESS

(82 10 - 83 09) sSix animals were studied. The small bowel was
removed from its blood supply and inverted and the mucosa was
stripped and sewn end-to-end as an interposition graft in the
inferior vena cava. Five of the animals died from massive pul-
monary emboli from clots in the gyrafted area. The other animal
was sacrificed at the end of two wecks. The graft on this animal
was clotted. It was concluded that replacement of the inferior
vena cava with a reverse segment of small bowel carries an
excessively high mortality from pulmonary embolism and the
procedure should not be further pursued.

R L S e

STATUS (C)
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TITLE: FEvaluation of the Arc Electrocoagulator (Davol System 5000)
in the Management ot Splenic Trauma

PRINCIPAL INVESTIGATOR: MAJ tddie J. Reddick, MC

PROFESSIONAL ASSISTANTS: MAJ Stanley P, Liebenbery, VC
CPT Stephen H. Koopmeiners, MC

WORK UNIT NO: 83/70

TECHNICAL OBJECTIVE

To determine if the arc electrocoagulator will decrease the blood
loss and operating time during the repair of splenic lacerations
when compared with standard methods of treatment.

METHOD

SPLENIC LACERATION: A laceration 3 c¢m lonyg and 1/2 c¢m deep will
be made in the upper pole of the spleen, utilizing a #15 blade,
The laceration will then be repaired utilizing the arc coajulator
and two standard methods of repair. Eilghteen doygs will he used;
six doys each will be repaired with the arc system, a standard
solid-state electroccoayulator, and a combination suture/chemical
hemostat technique. Prior to the procedure, the spleen will De
packed with pre~weighed dry sponges. Blood loss will be deter-
mined by weight after the procedure., Time of procedure will be
determined from the time of splenic laceration until bleeding 1is
stopped. All dogs will be re-explored at 7 days. The spleen
will be removed and sectioned tor histologic study. Depth of
burn/necrosis will be determined,

SPLENIC AVULSION: To simulate a splenic avulsion, the lower pole
of the spleen in each dog will be finger fractured from the
upper pole and removed at the initial surgery atter the above
experiment has been completed. Fach splenic avulsion will be
manaded in a similar manner to the laceration of the upper pole
described above., Histologic studies will be done as above.

LIVER LACERATION/AVULSION: Liver laceration and avulsion will be
done in the same manner as for the spleen,

PROGRESS

(83 08 - 83 09) Eighteen monygrel dogs were divided 1nto jroups of
six each, Each group had a splenic transection, a splenic lacera-
tion, and a liver transection. These injuries were repaired using
standard suture repair, standard solid state electrocoagulation,
and the Davol System 5000 Arc Flectrocoagulator. A comparison

was made using total blood loss for each procedure and total time
required for each procedure. There was no statistical difference
between the amount of blood lost amonyg the difterent groups;
however, the Davol System 5000 was somewhat faster than the

o“her two methods at repairinyg splenic and liver t.auma,

STATUS @ ()




TITLE: Use of Brainstem Evoked Response (B.S.E.R.) in
Identitication of [Learningy Disabilities

PRINCIPAL INVESTIGATOR: CPT wWallace k., Taylor, MC

PROFESSTONAL ASSISTANTS: MAJ Carl F. Loovis, MsC
MAJ A. W, Atkinson, MC
Mary W. Loovis, M.S.

Susan Boyce, M .S,

WORK UNIT: 81/97

TECHNICAL OBJECTIVE

To determine if signiticant differences exist in auditory evoked
response between children with auditory processing problems and

normal children randomly selected,

METHOD

Ten randomly selected 8 and 9-year old Caucasion males will be
subjected to puretone and speech audiometry, tympanometry, and
B.S.E.,R. audiometry. Ten Caucasian males, 8 and 9-year olds,
suspected of having auditory-related learning disabilities by
review of school achievement testing will be given the sections
of the Illinois Test of Psycholinguistic Abilities, subserving
audition, and auditory processing. Those children scoring less
than 25th percenti’e in at least one subtest will be given the
same battery of auciologic tests as the control group. The
choice of Caucasian males was made on the basis of evidence
which suggests that B.S.E.R. potentials differ from sex to sex,
race to race, and with agye. By limiting the make-up of the
group, these differences will be eliminated. Questionnaires
will also be answered by parents involving history of potential
risk. Statistical analysis will be by t-test. If difference
exists, but is not statistically significant, additional numbers
of children will be studied.

PROGRESS

{82 10 - 83 09) No patients have been entered in this study.
Discussion with several leading researchers in the field of
learningy disabilities and auditory evoked response led the
investigators to the conclusion that several modifications in

the design of the study would have to be made. The protocol

was terminated due to the departure of the principal investigator,.

STATUS : (T)
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I'ITLE: Canine Training Model for Endoscopic Larynygeal Surygery
Using the COy Laser

PRINCIPAL INVESTIGATOR: CPT wallace F. Taylor, MC

PROFESSIONAL ASSISTANTS: COL Leonard L. Hays, MC
MAJ Stanley P. Liebenbery, VC
MAJ Del Ray Maughan, MC

WORK UNIT: 82/55

TECHNICAL OBJECTIVE

To train ENT residents in the uase of the CO» laser in a non-human
subject in a controlled setting simulating a human situation
prior to performing in an actual clinical setting.

METHOD
Twelve large mongrel doys will be anesthetized with ultra-short
acting barbiturate and placed in dorsal recumbancy. Suspension
laryngoscopy will then be employed to visualize the larynx. ENT
residents will use the COjp laser to pertorm a partial laryngectomy.
Supplemental oxyygen will be administered to the animal usiny the
Saunders jet ventilating device to displace COy from the lower
airways and to facilitate viewinyg ot the operative site during
actual tissue removal with the laser. The opposite hemilarynx
will be left unoperated to serve as a control. Fach dog will be
placed on a liguid diet for 24 hours post-op and will then be
fed a semi~soft diet for the next 5 days. Each dog will be
endoscoped at weekly intervals until healiny is completed. The
dorys will then be used in conjunction with the protocol "use of
the CO, Laser in Pharyngeal Surgery in the Dog"; LTC Stanley
P. Liebenberg, Principal Investigator.

PROGRESS
(82 10 - 83 09) No further work has been done on this

protocol, The investigators plan to continue work on it
in the forthcoming year.

STATUS:: (0)




TITLE: Detining Blood Gas Parameters fising the Saunders Jet
Ventilating Device in the Doy in Conjunction with
Endoscopic Laryngeal Surgery

PRINCIPAL INVESTIGATOR: CPT Wallace E. Taylor, MC

PROFESSTONAL ASSISTANTS:  (COL Leonard [, Hays, MC
MAJ Willis H. Jacob, MSsC
MAJ stanley P. [iebenbery, VC
MAJ Del Ray Maughan, MC

WORK INTT: 82756

TECHNICAL OBJECTIVE

To detine Dlooa gas and blood pi levels 1n the dog using the
Saunders jet ventilating device.,

METHOD

A total of s5i1x dogs wilt be included in this study. After eacn
do; has beon anesthetized witn ultrashort-acting barbiturate and
Detoare actual tissue eoxclsioyn with the COp laser commences, a

temoral arterial cutdown will be performed. Arterial catheter- ' i
tzation will be made under direct visualization by insertion of ;
an Intracath. After ligatures are securely placed around the }

Intracath to prevent accidental withdrawal, a 3-way stopcock
will pe placed on the end of the catheter, the catheter will be
flushed with 10% heparinized saline to prevent clot formation,
and then the catheter will be connected to a Hewlett-Packard
Model 7700 3-channel physiograph machine tor blood pressure and
FKG monitoring, Ventilation with the Saunders device will be
pertormed b varying rates (4, 5, 7.5, 12, and 30 times‘minute)
tor 5 mingtes each.  The duration of each burst of oxygen will
be approximitely »ne second. An initial arterial blood sample
will be drawn for 0,, C0O,, and pH determinations prior to any
ventilation with the Saunders device., Further blood samples for
the same parametoers will be drawn at the end of each 5 minute
ventilation periaod. The study will commence with the most rapid
rate (30/minate) and coaceed In order to the slowest rate (4/7minute),
Afrer completion obf 1l ventilation periods, the Intracath will
be withdrawn. This protocol will be done in conjunctinn with
the protocol "dse of the (€O, Laser in Pharyngeal Surgery in the
Dog"; LTC Stanley P. liebenberyg, Principal Investigator,

PROGRESS

(82 10 -~ 83 09) Due to the transter ot the principal investigator,
no work was conducte: n otnis progject auring FY #4, MAJ Stanley
LLiebenbery has ajrecd t o hecame the principal investigator and

Will attempt to compleot tre o yect o brior to hls transter in
August 1934,

STATHS: (o
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PITLE:  CCo 191 - Total Sanctuary vs Conventional CNS Treat ment
of Newly Diagnosed Acute Lymphoblastic Leukemia for
Patients with "Average Risk” and "High Risk" Prognostic
Charactertstics, pPhase [I1

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D, Mease, MC

WORK UNIT NO: 79/89Y

TECHNICAL OBJECTIVES

To compare the eftects ot high-dose, protracted IV methotrexate
intusion vs standard cranial irradiation plus IT methotrexate
on:e (1) central nervous sytem relapse; (2) central nervous
system toxivity - both acute and delayed; (3) hematologic remis-
sion 1nduction and duration; (4) non-CNS extramedullary relapse
(e .. testes); and (5) survival.

METHOD

Previously untreated patlients <2l years of age with acute
l-mphoblastic leukemia who are <3 years old, >7 or have

have an initial WBC of greater than 10,000/ul will be eligible.
patients with the dilaynosis of acute undifferentiated leukemia
on any initial WBC will be treated on this protocol but analyzed
as a separate group., Patilents will be treated initially with
prednisone, vincristine, L'asparaginase, daunomycin, and central
nervous system prophylaxis, The type ot CNS prophylaxis will be
determined by randomization and will consist either of very high

doses of methotrexate [V or cranial radiation plus IT methotrexate.

Most of the CNS therapy will be given during the second month of
treatment, during which 6-MP will replace the daunomycin and
L-asparaginase. From the third month on, remission will be main-
tained by a sequence of multiple drug administrations, including

vincristine, prednisone, L-asparaginase, daunomycin, methotrexate,

cyclophosphamide, and 6-MP. M3 bone marrow or extramedullary
leukemia at any time will be cause for removal from the study.

PROGRESS

(8¢ 10 - 83 09) One patient was entered on study during FY 83
and developed hepatotoxicity which was reversible. One patient
with Down's syndrome who was entered during the previous year
axpired from severe marrow hypoplasia and renal toxicity trom
methotrexate,

Patients ar« no longer peing randomized., All patients with
"average risk" are treated with total sanctuary because this arm
is definitely superior as far as decreasing bone marrow relapses,

CNS relapse rate appears to be not significantly different between

the two dgroups.

STATHS ¢ (0)
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TITLE: CCG #251l: Treatment ot Newly Diagnosed Acute
Non~-Lymphocytic Leukemia with Multiagent Chemotherapy v
(Cyclic Versus Continuous) or Bone Marrow Transplantation
Following Total Body Irradiation

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANT: LTC Alan . Mease, MC ’

-

WORK UNIT NO: 81/103

TECHNICAL OBJECTIVES

To improve remission duration and survival in children with
previously untreated acute non-lymphocytic leukemia using Cytoxan
and total body irradiation followed by bone marrow transplantation
with compatible donor marrow for those children who achieve a
complete remission with induction therapy; to compare two inten-
sive maintenance regimens; continuous 6-thioguanine with monthly
courses of Cytoxan, vincristine, 5-azacytidine, and cytosine ’
arabinoside vs repeated cycles of 6-thioguanine and cytosine
arabinoside; adriamycin and cytosine arabinoside; prednisolone,
vincristine, methotrexate, and 6-mercaptopurine; S-azacytidine
and adriamycin; and BCNU and cyclophosphamide; to evaluate the
induction capabilities of adriamycin and cytosine arabinoside;
and to evaluate the prognostic significance of any chromosomal
abnormalities in leukemic cell lines.

METHOD

Induction therapy will consist of adriamycin and ARA-C given IV,
When the bone marrow by aspiration is M-1 (day 29) or M-2 (day
57), subjects will receive one of the two intensive maintenance
regimens listed above with concomitant radiotherapy or bone
marrow transplant preceded by two successive days of Cytoxan
therapy, followed four days later by total body irradiation.
Patients 21 years of age at diagnosis who have previously
untreated acute non-lymphocytic leukemia will be eligible.

PROGRESS

(82 10 - 83 09) One patient has been entered (FY 83) with
good results, The patient is still on chemotherapy.

STATUS: (0)




TITLE: CCG 372 - Evaluation of Cis-Platinum Diamine Dichloride
(CPLD) and 4'-Demethyl-Epidophyllotexin-#2-D-Thenylidene
Glucoside (VM-26) for the Treatment ot Recurrent Staje
[V Neuroblastoma of Childhood, Phase II

PRINCIPAL INVESTIGATOR: MAJ Allen R, Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D. Mease, MC

WORK UNIT NO: 79/35

THEHCHNICAL OBJECTIVES

To detoermine it CPDD and VvM-26, both of which have been reported
to produce responses in recurrent Stage IV neuroblastoma as
single agents, are ettficacious when yiven in combination,

METHOD

Patients, to be eligible, must have Stage IV neuroblastoma,
t.e., remote disease involving skeleton, marrow, soft tissues,
distant lymph notes, etc. Patients previously treated with

CPDD and/or VM-26 are not eligible. VM-26, 150 mg/M2 Iv, will
be administered on days 1, 8, and 15. CPDD, 4.5 mg/kg IV, will
be administered on day 2 (24 hours atter day 1 dose of VM-26),
Parients will be hospitalized. Cycles will Le repeated every
three weeks. Two complete cycles will be considered an adequate
trial. If a complete or partial response is noted, cycles will
be continued until progressive disease ensues.

PROGRESS

(78 11 - 83 05) No entries at MAMC.

STATUS : (r)

216

sy e

e

TR W e e e

wA

-
-

pre




TITLE: CCG #55l: A Trial of Memorial Hospital LSAp-lp Treatment
Regimen (Moditied) Cyclophosphamide, Vincristine, Predni-
sone, Methotrexate, and bDaunomycin for Induction; Cytosine,
Arabinoside, 6-Thioguanine, L-Asparaginase, Methotrexate,
and BCNU for Consolidation; and 6-Thioguanine, Hydroxyurea,
Cytosine Arabinoside, and Methotrexate for Maintenance vs
Intermittent High Dose Cyclophosphamide, Moderate Dose Metho-
trexate, Vincristine, and Prednisone (COMP) and Radiation
Therapy tor the Treatment of Non-Hodgkin's Lymphoma in
Children, With A sStudy of Disease Characterization, Phase II1.

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSTONAL ASSISTANTS: LTC Charlene P, Holt, MC
LTC Alan D. Mease, MC

WORK UNIT NO: 79/36

TECHNICAL OBJECTIVES

To study the classitication and biology of that group of child-
hood neoplasms included in the non-Hodgkin's lymphomas., To
compare the effectiveness of two combination chemotherapy programs
(Memorial Hospital LSA,-L, and COMP) in the control of all forms
of childhood non-Hodgkin's lymphoma. To detcermine for each of

the two treatment regimens the etfectiveness of standardized IT
methotrexate without radiation for the control of occult CNS
disease. To determine for each of the treatment regimens the
effectiveness of standardized irradiation of bulk disease.

METHOD

All newly diagnosed and previously untreated patients with non-
Hodgkin's lymphoma will be eligible., Multi-disciplinary treatment
of the patient is required in this study. Surgical treatment will
be undertaken first. For most patients this will be a biopsy
procedure, but for abdominal presentation, major tumor resection
may be necessary. Following the surgical phase ot treatment and
the initial evaluation, treatment will commence with combined
chemotherapy and irradiation by random choice between Regimen 1

2r Regimen II (see title for druys in each regimen). Irradiation
will commence during induction upon bone marrow recovery. In
general, irradiation will be completed before consolidation or
maintenance has commenced according to regimen. Treatment will
terminate on completion of 18 months ot treatment., All patients
will bte followed for a minimum of 5 years or until death.

PROGRESS

(78 11 - 83 05) Three patients were entered during previous
years, all males. One is tollowed elsewhere. Two are off therapy
without evidence ot discase two years after therapy. oOverall
group resuits within CCG have been good with "good prognosis"
patients and tair with "poor prognosis" patients.

STATUS: (C)
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PITLE:  CCG #86l:  Suryery, Radiation Therapy, and Chemotherapy
with Bleomycin, vinblastine, Cis-Platinum Diamine Dichlo-
ride, Actinomycin-D, Cyclophosphamide, and Adriamycin in
the Treatment of Local and Metastatic Malignant Germ
Cell Ovarian Tumors of Childhood (Phase 11 study)

PRINCIPAL INVESTIGATOR: MAJ Allen R, Potter, MC

PROFESSTONAL ASSISTANTS: LTC Charlene Holt, MC
LTC Alan Mecase, MC

WORK UNTT NO: 73/40

TECHNICAL OBJECTIVES

To determine, in patients with germ cell ovarian malignancy wnich
has been completely excised by surgery, treated with 6-druy
chemotherapy, and perhaps with radiation therapy, the length of
disease free interval and the percentage of patients having lonyg
term survival; to determine, in patients with residual or meta-
static disease treated with surgyery, 6-druyg chemotherapy, and
rudiation therapy, the etffectiveness of the treatment program as
indicated by percent of patients experiencing CR or PR and the
length of the remission periods; to examine the relationship
between age, tumor type, staging, and patholoyy with prognosis;
and to determine if a single arm study of an infrequent childhood
tumor is practical and produces significant conclusions,

METHOND

Patients will be treated with chemotherapy for 18 weeks., At
week 18, a second look laparotomy is performed. If there is
residual or persistent tumor present, radiation therapy will pe
given, If there 1s no residual or persistent tumor at this time,
radiation therapy will not be administered., 1f at 24 weeks the
patient has progressive disease, the patient will be taken off
the study. Patients on the study will continue chemotherapy
until week 102. The patient will be taken off the study if
there 1s progressive disease after 24 weeks »f therapy or if
recurrent or metastatic disease appears after six months of
therapy.

PROGRESS

(78 11 - 83 09) No entries at MAMC.

STATUS: (03)
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I'ITLE: FHCRC #11 - Protocol for Treatment of Adult Acute
Nonlymphocytic Leukemia, Study V,

PRINCIPAL INVESTIGATOR: LTC lrwin B, Dabe, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC James E. Conygdon, MC
MAJ Thomas M. Baker, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC

WORK UNIT NO: 33/30

TECHNICAL OBJECTIVES

To determine the complete remission rate with intensive induction
in patients with ANL; to determine if therapy with high-dose
Ara-C, Asparaginase, AMSA, and VP-16 will decrease the rate of
leukemic relapse; to determine whether the wider application of
marrow transplantation using allogenetic, partially-matched,
unrelated, and autologous marrow will increase the cure rate of
ANL in patients less than 30 years of age; and to determine if
marrow transplantation should be carried out in first remission
o. at first sign of relapse in patients age 30-50.

METHOD

All Patients <75 years with adult nonlymphocytic leukemia,
previously untreated except for the administration of hydroxyurea
are eligible., Diagnoses to be included: acute myelocytic,
promyelocytic, monocytic, myelomonocytic, acute undifferentiated,
and erythroleukemic. Daunomycin, Ara-C, 6-thioguanine, vincris-
tine, and prednisone will be used in Cycle I as the induction
regimen; Cycle 2 will be high-dose Ara-C and asparaginase;

Cycle III - same as Cycle I; Cycle IV will be high dose AMSA and
VP-16; cycle V - same as Cycle I, Cycle VI will be vincristine,
prednisone, 6-mercaptopurine, and methotrexate. Regardless of
remission status, patients <30 will be offered bone marrow
transplantation after Cycle 2. Patients 30-50 years of age who
have not achieved complete remission after two courses or who
relapse after remission will be offered transplantation. Patients
>50 will receive chemotherapy only. All patients will continue
on chemotherapy, regardless of transplantation status.

PORGRESS

(83 01 - 83 09) No patients entered.

STATUS: {0)




TITLE: FHCRC 102 ~ Protocol for the Treatment ot Adult Acute
Lymphoblastic Leukemia (ALL)

PRINCIPAL INVESTIGATOR: LTC lrwin B. Dabe, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC James E. Congdon, MC
MAJ Thomas M, Baker, MC
MAJ Alfred H., Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC

WORK UNIT NO: 83/53

TECHNICAL OBJECTIVES

To determine the complete remission rate with intensive induction
in adults with ALL; to determine the overall survival of patients
treated with this intensive consolidation and maintenance therapy;
and to determine the remission duration and overall survival of
patients treated with CY and TBI and a HLA matched sibling bone
marrow transplant while in first remission and to compare the
results with those patients who achieve a remission and are
continued on chemotherapy.

METHOD

All patients with acute lymphoblastic leukemia over the age of 18
and less than age 50 who are previously untreated except for the
administration of hydroxyurea, prednisone, and vincristine are
eligible. Also included will be young adults with lymphoblastic
lymphoma (T cell variant), 1Individuals will be treated with one
or two cycles of a four-drug regimen. Those not achieving a
remission after two cycles of induction therapy will be taken

off study and treated with other drugs. Those who have a tissue
match with a donor will be followed by no further leukemic treat-
ment unless they relapse. Those without a tissue match will be
treated with further drug treatment for 15 ten-week cycles at
which time therapy will be stopped and they will be followed
closely. Spinal taps and bone marrow exams will be done period-
ically during consolidation and maintenance drug therapy.

PROGRESS

(83 03 - 83 09) No patients have been entered.

STATUS: (O)




TEULE:  FHCRC #143: Treatment Hf Relapsed Acate Nonlymphoceytic
Leukemia with AMSA, and Use of in Vitro Studlies (Stem
Cell Assay) to Predict a Response in Vivo,

PRINCIPAL INVESTIGATOR: ILTC Trwin H. Dhabe, MC

PROFESSTONAL ASSISTANTS: (ol Friedrich H., Stutz, MC
LTC James B. Congdon, MC
MAJ Thomas M. Baker, M(C
MAJ Alfred H., Chan, MC
MAJ Howard bavidson, MC
MAJ Timothy J. O'Rourke, MC

WORK [UNIT NO: 33/48

TECHNICAL ORJECTIVE

To Jdetermine the ability of AMSA to induce remission for patients
with acute nonlymphoblastic leukemia in relapse,

METHOD

Patients who have relapsed after successtul induction of remission
with daunomycin and cytosine arabinoside, as well as patients

who have failed two cycles of remission induction therapy, are
elyible for this study. The factors that will be analyzed include
duration of first remission, nature and amount of previous chemo-
therapy received, age and number of cycles of therapy to first
complete remission. Patients will receive AMSA 120 myg/MZ2 for five
days. A bone marrow exam will be done on day 14. If the marrow
has more than 30% blasts when the marrow is hypocellular or more
than 10% when the marrow 1is normocellular, a second incution
course will be given. A minimum of two courses 1s needed to
evaluate response. If after two courses a complete remissinn is
not reached and the patient has not had undue toxicity, a third
course may be given.

PROGRESS

(83 02 - 83 09) No patients entered,

STATUS (o)
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TITLE: FHCRC #152: Combined Modulity Treatment for Non-Hodgkin's
Lymphomas of Intermediate and High-Grade Malignancy

PRINCIPAL INVESTIGATOR: LTC James k., Congdon, MC

PROFESSTONAL ASSISTANTS: CCL Friedrich H., stutz, MC
LTC lrwin Y%, Dabe, MC
MAJ Thoinas M, Baker, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. 0'Rourke, M™MC

WORK UNIT NO: #3747
TECHNICAL OBJECTIVE

To compare in patients with extensive (stage [Il and 1V), aggres-
sive (intermediate and high-grade malijnancy) non-Hodgkin's
lymphoma (NHL) the response rate, duration, and survival after
treatment with: (1) combined cyclophosphamide, adriamycin, vin-
cristine, and prednisone (CHOP) chemotherapy combined with total
body 1irradiation (TBI), or (2) CHOP chemotherapy combined with
upper and lower hemibody irradiation (HBI); and to determine the
response rate, duration and survival of patients with limited
(stage 1, IT1, and certuin stage 111 and 1V), aggyressive NHL
treated with CHOP chemotherapy with local radiotherapy.

METHOD

After appropriate tests to determine the extent of the lymphomas,
patients will receive 4 cycles of multi-~agent chemotherapy to
include cytoxan, adriamycin, oncovin and prednisone. At the end
of 4 cycles of chemotherapy, dgiven 4 weeks apart, patients will
be restajed to determine the extent of remaining disease. If
there 1s at least a 50% reduction in the observed disease, the
patients will proceed to Phase 11 consisting of radiation theapy.
All patients will receive prednisone every other day by mouth

and vincristine 1V every other week, Those patients with disease
involving <50% of the body will receive limited radiation therapy
to sites »f known lymphoma involvement. Those patients with
extensive disease will be randomized to receive either low dose
total body radiation or low dose sequential hemibody radiation
therapy. At the completion of Phase 11, all patients will
receive 4 more cycles of CHOP with the intervals lengthened to

8 weeks., At the end of Phase 111, if there is no evidence of

remaining discase, patients will be taken off therapy and observed.

PROGRESS

{83 02 - 83 09) Three patrients have been entered. Two patilents
experienced vincristine toxicity requiring decreased dosage or
discontinuation, two patients experienced some gastritis (one
related to adriamycin), and one patient experienced prolonged
myelotoxicity atter hemibody radiation,

STATUS (0)
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Vb GOGo#26Cs A Phiase 11 Trial ot Cis-Platinum Diamminedichloride
PRINCTIPAL INVESTIGATOR: COL Roger B, Lee, MC
PROFESSTONAL ASSISTANTS: Col William L. Benson, MC

wORK UINTT NO: R2 Ul

TECHNICAL OBJECTIVE

fo determine the etticacy ot cis-platinun diamninedichloride 1n
patients whose advanced malignancies have been resistant to
Nigher priority methods of treatment .

METHOD

All patients with measurable gynecological cancer, who have
tarled higher priority theraples, will be oftered cis-platinun
15 4 Phase 1T drugy to determine 1ts etficacy. The drug 1s jlven
at 50 my/M2 intravenously every three weeks as toxicity permits,
Patients who respond or who demonstrate disease will continue t»
receive the agent until progression has occurred.,

PROGRESS

(32 10 - 83 0Y) Two patients have bren entered on this protocel
In previous years; one had progression of discase.

STATHS ¢ (o
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TITLE: GOG #26D: A Phase I[ Trial of vP-16 in Patients with
Advanced Pelvic Malignancies

PRINCIPAL [NVESTIGATOR: COL Royer B. Lee, MC
PROFESSIONAL ASSISTANT: COL william L. Benson, MC

WORK UNIT NO: 83/13

TECHNICAL OBJECTIVE

To determine the efficacy of VP-16 in patients whose advanced
malignancies have been resistant to higher priority methods of
treatment.

METHOD
All patients with measurable gynecological cancer who have failed
higher prior therapies will be offered VP 16 as a Phase 11 drugy
to determine its efficacy. The druyg will be given as 100 mg/M2
intravenously on days 1, 3, and 5, every four weeks. Patients
who respond or demonstrate disease will continue to receive the
agent until progression has occurred.

PROGRESS

(82 11 - 83 08) No patients entered.

STATUS ¢ ()
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VIl m:s GOG #2600 A Pliase L rral o glactital 1,205, 6=Dianfiyiro
T Patlents with Advanced Pelvie Malignancles

PRINCTOAL INVESTIOATOR: Ol Roger B, fee, M7

Pt =SS TONAL ASSISTANTS: COL wiltliam L. Benson, MC

wiRK CUNTT NO: IR

LECHNICAL OBJECHLVE

determine the etticacy of glactitel 1,2:5,b=-d1anhydro in
oatients whose afvanced malignancies have been resistant to
Nlgher priority nethods of treagtment,

METHOD

ALl parilents with measuranle gynecologlcal cancer who have tailed
A1ty prior tnerapies will e oftered glactitol 1,2:5,6~dianhydro
a5 a4 pPase [ odrug to to deternmine 1ts eofticacy. The drug will

Dee o jlven as A omp M2 oslow 1.V, push weekly, It no toxicity has
s occurred atter 4 doses, the dosage will ne increased to

7oy my/Me weekly . Patients will continue to receive the agent

bl crogresst oo cours,

PRUQ@tis

tanl2 1L = B U49) Nev prat Tent s enteted,

STATHS:: (1)




TITLE: GOG #26G: A Phase TI1 Trial of ICRF-15Y 1n Patlentes wit
Advanced Pelvic Maligynancies

PRINCIPAL INVESTIGATOR: COL Roygyer B. Lee, MC
PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 83/20

TECHNICAL OBJECTIVE

To determine the efficacy ot ICRF-159 1n patients whose advanced
malignancies have been resistant to higher priority methods of
treatment,

METHOD

All patients with measurable gynecological cancer who have tailen
higher prior therapies will be offered ICRF-159 as a Phase 11
drug to to determine its efficacy. The druy will be given by
mouth as 1.5 gm/M2, in three divided doses, one ecvery 6 hours,

on day 1, repeated weekly as marrow recovery permits. Patients
will continue to receive the agent until progression occurs.

PROGRESS

(82 11 - 83 09) oOne patient was entered and had projression of
disease.

STATUS ¢ (0)
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TiTLE: GOG #2613 A\ Phase TI Trial of AMSA 1n Patients with Advanced
Pelvic Malignancies

PRINCIPAL INVESTIGATOR: Col. Royger B. Lee, MC
PROFESSTONAL ASSTSTANT: COL William I.. Benson, MC

WORK UNIT NO: 83721

TECHNICAL OBJECTIVE

To determine the efficacy of AMSA 1n patients whose advanced
malignancies have been resistant to higher priority methods of

treatment.

METHOD

All patients with measurable gynecological cancer who have
taliteu Llgner prior theraples wlir be oftered AMSA as a4 Phase [
drug to to determine its etfficacy. The drug will b Jiven as

60 mg/M2 1.V. once every 28 days. Patients will continue to
roceive the agent until progression occurs,

PROGRESS

(82 11 - 83 UY) No patients entered.

STATUS ¢ {0)




TITLE: GOG #26J: A Phase II Trial ot Yoshi 864 in Patlents with
Advanced Pelvic Malignancies

PRINCIPAL INVESTIGATOR: COL Roger B, Lee, MC .
PROFESSTONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 83/22 ¥ 4

TECHNICAL OBJECTIVE

To determine the efficacy of Yoshi 864 in patients whose advanced
malijnancies have been resistant to higher priority methods of

treatment.

METHOD

All parients ~ith measurable gynecological cancer who have failed ’
higher prior theraples will be offered Yoshi 864 as a Phase II
druy tn to determine its etficacy. The drug will be given as
1.5 mpky7d x 5 [V, every six weeks., Patients will continue to
receive tne ajent until progression occurs,

PROGRESS

<0001 - 83 09 No opatients entered.,




TITLE:  GOG #2600 A Phase 11 Trial ot Tamoxiten (NSC 1807493) n,
Patients with Advanced FEpilthelial Ovarian Carcinoma,
Part 1t

POINCIPAL [NVESTIGATOR: COIlL. Roger B, lLee, MC

PROFESSTONAL ASS{STANTS: CoOL William Benson, MC

WORK UNIT NO: 83/52

TECHNICAL OBJECTIVE

To determine the etticacy of tamoxiten in paticnts whose advanced
malignancies have been resistant to higher priority methods of
treatment ,

METHOD

All patients with measurable gynecological cancer who have failed
higher prior therapies will be offered tamoxifen as a Phase 11
druyg to to determine its efficacy. The drug will be given as

20 mg PO b.i.d. until adverse cffects prohibit further therapy.

A minimum trial will be defined as receiving a minimum ot eight
weeks of therapy.

PROGRESS

{83 03 - 83 09) No patients entered.

STATUS: (0)

~



TITLE: GOG #26M: A Phase Il Trial of PALA in Patients with advanced
Pelvic Malignancies

PRINCIPAL INVESTIGATOR: COL Roger B. Lee, MC
PROFESSIONAL ASSISTANT: COIL William L. Benson, MC

WORK UNIT NO: 83/23

TECHNICAL OBJECTIVE

To determine the efficacy of PALA in patients whose advanced
malignancies have been resistant to higher priority methods of
treatment,

METHOD

All patients with measurable gynecological cancer who have
failed higher prior therapies will be offered PALA u.s a
Phase II drug to to determine its efficacy. The drug will
be yiven as 5,0 mg/M2 1.V, every three weeks. Patients will
continue to receive the agent until progression or adverse
effects prohibit further therapy.

PROGRESS

(82 11 - 83 09) No patients entered.

STATUS: (0)
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I'ITLE: GOG #26N: A Phase II Trial of Dihydroxyanthracenedione
(DHAD) in Patients with Advanced Pelvic Malignancies

PRINCIPAL INVESTIGATOR: COL Royger B. Lee, MC
PROFESSIONAL ASSISTANT: COL Wiiliam L. Benson, MC

WORK UNIT NO: 83/24

TECHNICAL OBJECTIVE

To determine the efficacy of DHAD in patlients whose advanced
malignancies have been resistant to higher priority methods of
treatment.

METHOD

All patients with mecasurable gynecological cancer who have failed
higher prior therapies will be offered DHAD as a Phase II druy

to to determine its efficacy. The drug will be given as 12 mg/M2
I.V. every three weeks., Patients will continue to receive the
agent until progression or adverse effects prohibit further

therapy.
PROGRESS
(82 11 - 83 09) One patient was entered with proyression of

disease,

STATHS ¢ (0)




TITLE: GUOG #26-0: A Phase II Trial of Aziridinylbenzoquinone
(AZ0) in Patients with Advanced Malignancies

PRINCIPAL INVESTIGATOR: COL Roger B, Lee, MC
PROFESSIONAL ASSISTANTS: COL william L. Benson, MC

WORK UNIT NO: 32/30

TECHNICAL OBJECTIVE

To determine the efficacy of AZQ in patients whose advanced
malignancies have been resistant to high priority methods of

treatment.

METHOD
All patients with measurable gynecological cancer who have
failed higher prior therapies will be offered AZQO as a
Phase II drug to to determine its efficacy. The drug will be
given as 30 mg/M2 given every three weeks, Patients will

continue to receive the agent until proyression or adverse
effects prohibit further therapy.

PROGRESS

(82 10 - 83 09) No patients entered at MAMC,

STATUS: (0O)




TITLE: GOG #26P: A Phase [1 Trial ot AT-125 in Patients with
Advanced Pelvic Malignancies

PRINCIPAL INVESTIGATOR: COL Roger B, Lee, MC
PROFESSIONAL ASSISTANT: COL william [, Benson, MC

WORK UNIT NO: 83/25

TECHNICAL OBJECTIVE

To determine the efficacy of AT-125 in patients whnse advanced
maligynancies have been resistant to high priority methods of
treatment,

METHOD
All patients with measurable gynecological cancer who have
failed higher prior therapies will be offered AT-125 as a
Phase II drug to to determine its efficacy. The drug will be
given as 12-15 mg/M2 1.vV. daily for five days every three weeks.

Patients will continue to receive the agent until progression or
adverse effects prohibit further therapy.

PROGRESS

(82 11 - 83 09) No patients entered at MAMC,

STATUS: (0)
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TITLE: GOG #26Q: A Phase II Trial ot Aminothiadiazole in
Patients with Advanced Pelvic Malignancies

PRINCIPAL INVESTIGATOR: COL Roger B. Lee, MC
PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 83/26

TECHNICAL OBJECTIVE

To determine the efficacy of aminothiadiazole in patients whose
advanced malignancies have been resistant to hiygh priority methods
of treatment.

METHOD
All patients with measurable gynecological cancer who have failed
higher prior therapies will be offered aminothiadiazole as a
Phase II drug to to determine its efficacy. The drug will be
given as 125 mg/M2 I.V. once a week., Patients will continue

to receive the agent until progression or adverse effects prohibit
further therapy.

PROGRESS

(82 11 - 83 09) No patients entered at MAMC.

STATUS: (0)




TITLE: GOG #33: A Clinical Pathologic study ot stages [ and 11
Carcvinoma of the Endometrium 4

PRINCIPAL INVESTIGATOR: COl. Roger B. Lee, M(C i

PROFESSIONAL ASSISTANT: COL William L. Renson, MC

. -

WORK UNIT NO: 381/12

TECHNICAL ORBJECTIVES

To determine the lncidence of pelvic and aortic lymph node metas-
tases associated with Stages I and 11 adenocarcvinoma of the
endometrium and the relationship of the node metastases to other
important prognostic tactors. Thesc findings will then pe used
as a guide for treatment protocols.

METHOD

These patients will receive standard treatment; this prot.ocol 1is
only for data collection purposes. Patlents with histolojically
proven endometrial carcinoma, clinical FIGO Stages [ (grades 2 and
3) and Stage 11 (all grades) who have underqgone total abdomonial
hysterectomy, bilateral salpingo-oopherectomy, selective pelvic and
para-aortic lymphadenectomy, and peritoneal cytology sampling are
eligyjible, The following histologic types of endometrial carcinoma
are acceptable: adenocarcinoma, adenocarcinoma with squamous
metaplasia, adenoacanthoma, and adenosquamous carcinoma, Patients
who have received preoperative radiotherapy are ineligible. Patho-
logic evaluation will include:

a. peritoneal washing will be evaluated for malignant cells;

b. the uterus will be evaluated in regard to location of tumor,
depth of myometrial i1nvasion, differentiation of tumor,
size of uterus:

C. the adnexae will be evaluated tor presence of metastasis;

d. the lymph nodes (tntal number indicated) will be evaluated
Aas to metastasis and Location and number of lymph nodes
involved,

Atter surgery, all patients will be entered into the appropriate
protncol or receive appropriate treatment if no protocol is availl-
able,

PROGRESS
(82 10 - 83 09) Six partients have been entored on the protocol
one of these Jduring FY 83, All show no cvidence ot disease at

this time,

STATHS : ()




UIPhe: GOG #34: A Randomized Study ot Adriamycin as oan
Adjuvant Atter Surgery and Radiation Therapy 1n Patients
with HighRisk Endometrial Carcinoma Stage 1 oand occulr
Stage 11

PRINCIPAL INVESTIGATOR: COL Roger B, Lee, MC

PROFESSTONAL ASSISTANT: col. william L, Benson, MC

WORK UNIT NO: 31724

TECHNICAL OBJECTIVES

o study differences in morbidity and patient survival as
tunctions ot various tumor growth patterns as well as treatment
1n the high risk Stage T and, optionally, high visk Stage 11
occult endometrial carcinoma.

METHOD

Patients with primary, previously untreated, histologically
confirmed itnvasive carcinoma of the endometrium, Stage T or 11
occult, 3ll grades, with one or more ot the followingy high risk
criteria are eligible: (1) all lesions with equal t» or greater
than 172 myometrial involvement; (2) positive pelvic and or para-
aortic nodes; (3) microscopic evidence of cervical involvement
but no yross clinical involvement of the cervix; (4) adnexal
metastasis. Surgery will be followed in 2~6 weeks by "taillored”
radiation therapy, pelvic and/or para-aortic, depending on node
positivity. Prior to the initiation of radiation, therapy
patients will be randomized to no turther therapy or to adria-
mycin beginningy 2~4 weeks atter radiation therapy.

PROGRESS

{82 10 - 83 09) Three patients have been entered, one duriny
FY 83, with no progression ot Jdisease.

STATUS @ (0)
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CITLE:  GOG sib:  Surgical=-pPathologic Stad

y b Women witn

Squanmous Cell Carcinoma of the Vulva

PRINCIPAL INVESTIGATOR: COL Roger B. Lee, MC
PROFESSTONAL ASSTSTANT ¢ COL o William 1, Renson, MO
WORK UNTTT N L7677

TECHNICAL OBJBECTIVES

For ot ermine by observations of $S-year survival and disease-tree

Interval the valitity ot current FILGO stay
Lovggle prognostie tactors of size of lesion
depti ot 1nvasion ot tumor in oatllimeters,
S1te and noaaber of bosptive Lymph nodes in
totne valva; fo rapidly accumulate prospe
sar jreal patnologie fita which would expesd

1y to the histopatho-
, location of lesion,
histologic grade, anu
Stages [-1IV carcinama
ctively signiticant
1te riuvolf)'tjxme[]t vt

tartner protocols tor subsets of disease tdentified; oo erermine

mordHidity ot primary radical surgical ther

METHOD

“itginle patients are those with primary,
nistologically confirmed invasive squamous
viilva clintcally determined to e stage 1
will ne treated with radical vulvectomy pl

apy .

previously untreatod
cell cavcinoma ot the
through [V, Paticnts
us bilateral groin

aisection. The patients will undergo a thorough pelvic exam-

tnation under anesthesia to assess pelvic

cvaluate possible pelvic node disease . Th
iroin nodes will be tollowed tor 5 years w
Fhose with positive jroin nodes will be tr
Relevant pathologie specimens will e stud

PROGRESS
(A1 3 = Hi 04 Nov entries at MAMC.,

STATUS (ord
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structures an:d

ase with nergative

1t hout therapy.
mnsterred to Goe #2497,
loo .,




TITLF: GOG #37: A Randomized Study ot Radiation Therapy Versas
Pelvic Node Resection for Patients with ITnvasive Sqgquanouas
Cell Carcinoma «f the Vulva daving Positive Groin Nedte o

PRINCIPAL [NVESTIGATOR: COL Royer B, Lee, MC

PROFESS LONAL ASSTSTANT: cop William [, Benson, MC

WORK [UNLT NO: il sy

THCHNICAL OBJECTIVES

To determine the benetit and morbidgity of adding adjunctive
radiation therapy to pelvis and groin for patients found to
have positive jroin nodes at the time of radical vulvectomy
and bilateral jroin Jdissection.,

METHOD

Fliginle patients are those with primary previously untreated
histologloally confirmed invasive squamous cell carcinoma of

the vulva, such that radical vulvectomy sutfices to remove all
ot the local lesion, and whose surygery revealed that there were
nodes 1n the groin on one or both sides containing metastatic
carcinoma, Patients will be randomized to receive pelvic node
dissection (the dissection will be carried out only on the side
containing positive groin nodes or a bilateral 1if both sides are
positive) or to receive hilateral groin and pelvic node irradia-
tion. Major parameters to be studied are survival and time to
recirrence,  Patients will bDe ftollowed quarterly for 3 years and
every b omnonths thereatter,

PROGRESS

(81 U3 — 83 09) No entries at MAMC,

STATUS: (o)
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Plites 5o #dd: A Clinreal-Patholojre staay b s a0 1oant T
e Sar cnmas

. . e

PRUN AL TNVES T EGATON COl KRG L T, M i
PROFESSTONAL ASS 2 UANT : COL William 1. Benso.n, MO 4
A

»

AORK N N 8177y '/A

[FCHNICAL ORJECTIVES

s

'me purpose of this study 1s ro determine the ncidence ot pelvic .
il aortlc lymph node metastases assoclated with Stages 1 ana I1 ’
Jterine sarcomas, the relatitonship of these node metastases U2

rner tmoportant prognostie factors such as mitotic index of tne
ranar, oand tree complication riate af the procedures,  These !

s owitlorRen e used o asoa guide for tresteseent protocs s,

KN

find-— r

METHOD

Patient s oWt hastologically proven uterine sarcoma clinical
Srages oo 0 owan undergo total abdominal nysterectomy, )

J r
tilateral saipinjo-oophorectonmy, selective pelvic and para

-aortie Lymprradenectomy, peritoneal cytoiogy sampling and ;
mentectony optional) as described in the protocol are '
cligiole,  Parlents who have had prior preoperative adjuavant

peLvie radiation or chemotherapy will e itneligible,  The

Pooilowing pathologlce evaluation will e done:

1, Peritoneal cytology will pe evaluated tor malignant cells.
. The uterus will be evaluated at least in reyard to:

(1) location of tumor; (2) depth of myometrial invasion;
(3) ditferentiation ot tumor; (4) size ot uterus; ﬁ
(3) number ot mitoses per 10 HPF; (6) histologlc type of !
tumor ., ]
. Tne adnexa will e evaluated for presence of metastasis, l
t. The lymph nodes will be evaluated as to metastasis and: :
(i) Iocation of involved lymph nodes and (2) number 1nvolved. !

Atter sargicoal staging, patients may be transtetrrea to oan
appropriate treatment protocol (f all criteria are met., 1t no
protocol 15 avallable, further treatment will be at the discretion
»t the physician.

PROGRESS
(42 10 = %3 09)  oOne patient entered during FY 23 with progression :

1nd death from metastat o saroeoma.,
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TITLE:  GOG #41: Surgical Staging ot ovarian Carcinoma
PRINCIPAL INVESTIGATOR: COIL. Roger B, Lee, MC
PROFESSTONAL ASSISTANT: €0l william [.. Benson, MC

WORK UNIT NO: 3L1/35

TECHNICAL OBJECTIVES

To determine the spread of ovarian carcinoma to intraperitoncal
structures and retroperitoneal lymph nodes by direct examination,
cytologic sampling, and biopsy; to establish a surqgical protocol
tor patients entered into GOG ovarian cancer treatment protocols;
to determine the complication rate ot the procedures,

METHOD

There will be no chanje in the surgical procedures performed.
This protocol is being performed as a statistical protocol,

These will be patients who have surgery as standard treatment.
Eligible patients will be those who have Stages I, 11, nr 111
{optimal) ovarian carcinoma. Patients undergoing total abdom-
inal hysterectomy, bilateral or unilateral salpingo-oophorectomy,
bivalving of the other ovary, selective pelvic and para-aortic
lymphadenectomy, omental biopsy. or peritoneal cytoloyy sampling
will be studied. They will not be given any preoperative treat-
ment, but will bDe subjected to a complete and thorough evaluatinn
betore surgery. All patients will be explored and the steps for
surgery will be as standard sur:jjery dictates, Specitic observa-
tions will be made as to the findings. If fluid is not preseat,
washings will be taken from the inside of the abdomen to studiy
cells. A thorough examination of all structures from the d19-
phragm to the pelvic floor will be carried out. After surjical
staging, patients will be transferred to the appropriate treat-
ment protocol or further treatment will be at the discretion of
the investigator 1f no protocol is avallable,

PROGRESS

{B2 10 = 83 09) Two new patients entered dagr g vy S0 Gty
no adverse reactions.,

STATUS : ()

4
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TITLE:  GOG #44:  Evaluation ot Adjuvant Viucristine, Dactinomycin,
and Cyclophosphamide Therapy in Malignant Germ Cell Tumors
ot the Ovary After Resection ot all fross Tumor, Phase 171
PRINCIPAL INVESTIGATOR: Col Roger B, Lee, MC
PROFESSITONAL ASSISTANT: Col Willitam 1., Benson, MC #

WORK UNLT No: 31,725

TECHNICAL OBJECTIVES

To evaluate the eftect of combined prophylactic vincristine,

dactinomycin, and cyclophosphamide (VAC) chemotherapy in patients

Jith endodermal sinus tumor, embryonal carcinoma, immature tera-

toma (Grades 2 and 3), choriocarcinoma, and malignant mixed germ

cell tumors of the ovary, Stages T and 11, after total removal

of all gross tumor; to evaluate the role of serum markers, ‘
especially alpha-feto-protein and human chorionic gonadotropin ;
(beta HCG), when these are present in predicting response and

relapse; to determine the role of restaging laparotomy in ;
determining response, predicting relapse, and planning further

therapy .

METHOD

Patlents with histologically confirmed malignant germ cell

tumors of the ovary, Stage [ or IT1, it previously untreated and
completely resected, (excluding patients with pure dysgerminoma)
will be ellgible. Patients with Grade 2 or 3 immature teratoma

are eligible. Atter adequate recovery from required surgery,
patlients will receive 6 courses of VAC chemotherapy. If progres-
sion is noted Jduring chemotherapy, patients will be transferred

to the appropriate protocol, Patients with no evidence of disease
after 6 courses will then undergyo a restaging laparotomy. Those
showing evidence of progression will be transferred., If laparotomy
roeveals no evidence of disease, patients will receive an additional
j courses of VAC and then be followed on no further therapy.

PROGRESS

(B 12 - 83 09) No entries at MAMC.

STATHS . ()
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TITLE:  GOG #43: A study ot Progestin Therapy and o Randomlized
Comparison ot Adriamycin vs Adriamycin Plus Cyclophns-
phamide in Patients with Advanced Endometrial Carcinoma
After Hormonal Fallure (Phase [11 Study)

PRINCIPAL INVESTIGATOR: COL Rogyer B, lLee, MC

PROFESSTONAL ASSTSTANT: COL William .. Benson, MC

WORK UNIT NOz: 81743

TECHNICAL OBJECTIVES

To evaluate the response of advanced or recurrent endometrial
carcinoma to oral progestins in patients who have received no
prior hormonal therapy tor cancer; and to compare a combination
of adriamycin and cyclophosphamide to adriamycin alone as therapy
tor advanced or recurrent endometrial carcinoma which no longer
responds to or has failled to respond to progestins in patients
who have received no prior cytotoxic drugs.

METHOD

Patients with documented primary Stage III, Primary sStage 1V,
recurrent or residual endometrial adenocarcinoma, adenocacanthoma,
or adenosguamous carcinoma, whose potential tor cure by radiation
therapy or surygery al ne or in combination is very poor, are
eligible for this study. Patients who have received previous
chemntherapy are ineligible, Patients will be randomized,

Regimen [: adriamycin 60 mg/M2 1TV q 3 weeks X B courses,
Responders will have follow-up only. Those with progression
will be transterred to Protocol #26.

Regimen 2: a‘driamycin 60 mg/M2 1V g 3 weeks x 8 courses plus
cyclophosphamide 500 mg/M2 IV g 3 wecks x 8 courses. Responders
will receive follow-up only. Those with progression will be
transtferred to Protocol #26, Those patients with no prior
hormonal therapy will be placed on C.r. Provera for a minimum

b 12 weeks, Those with progression of disecase at any time
after 12 weeks will be randomizoed as above,

(82 10 - 83 09) Two patients have progressed with Provera; both
have responded to Cytoxan~aAdriamycin.

STATIIS (o)
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TITLE: GOG #49: A Surgical-Patholojic Study of Women with .6
Invasive Carcinomi of the Cervix Stage Iy and Randomly
Assigned Radiation Therapy Versus No Further Therapy
in Selected Patients, Phase 111

A\

PRINCIPAL [INVHESTIGATOR: COL Roger B, Lee, MC

A

PROFESSTONAL ASSISTANT: ol William [, Benson, MC
WORK UNLIT NO: 8L770

TECHNICAL OBJECTIVES

o

To determine Dy observations of the 5-year survival and dlsecase-
tree interval, tne validity of current FIGO stagingy of the histo-
pathologic prognostic factors ot size ot lesion, locatlion ot
lesion, depth ot invasion ot tumor in millimeters, histology and
grade, growth pattern, and site and number ot positive lymph
nodes 1n Stage [y ~arcinoma ot the cervix; to rapidly accumulate
prospectively significant surqgical pathologic data which would
expedite development of further protocols; to determine morbidity
of primary radical surgical therapy; to determine 1if radiation
therapy will improve survival in selected patients with positive
nodes,

| srEC———
PRSI = R

METHOD |

Patients with primary, previously untreated histologically
confirmed invasive Stage Ip (invasion of 3 mn or yreater of
lymphatic invasion) carcinoma of the cervix (sjuamous cell,
adenocarcinoma, or adenosquamous) will be eligible., Patlents
must have undergone exploratory laparotomy, peritoneal fluid
sampling, bilateral pelvic and paraaortic lymphadenectomy and
radical hysterectomy to be ecligible for the randomized portion
nf the study. Those with negative pelvic nodes will receive no
further therapy and be followed for 5 years. Those with positive
pelvic nodes, unilateral metastasis, 3 or tewer positive pelvic
nevles, no parametrial involvement, and clear vaginal marjins
#ill be randomized to receive no turther therapy (follow-up tor
5 yerars) or whole pelvic radiation with follow-up of 5 years.,
Those with positive para-aortic nodes on paratfin section will
b entered on other GOG protocols as appropriate,

PROGRESS
(82 10 = 83 09) Eight patients have been entered, tour during

FY B3, Three are stable, two have recurred, two have died trom
carcinoma, and one has been lost to tollow=up .,

STATHS (BN
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TITLE: GOG #50: A Study of Adriamycin as Postoperative Thorapy
for Ovarian Sarcoma, Primary or Recurrent, With no rior
Chemotherapy

PRINCIPAL INVESTIGATOR: COL Roger B, lLee, MC

PROFESSTONAL ASSISTANT: Col, William [., Benson, MC

WORK UNIT NO: 81/71

TECHNICAL OBJECTIVES

To evaluate the efficacy of adriamycin in the treatment of primary
ovarian sarcomas, primary or recurrent, through historic controls;
and to accumulate additional surgical-pathological data relative
to ovarian s&-comas.,

METHOD

Patients must have histologically confirmed primary Stage I-1V or
recurrent ovarian sarcoma. Cases without histologic confirmation
of recurrence must be documented by submission of original slides,
Optimal reductive surgery 1s required tor cases with advanced
disease, whether primary or recurrent., Patients may have
measurable disease, nonmeasurable disease, or no residual disease
postoperatively. The endometrium must be examined to exclude

an endometrial origin ot the tumor. Patients with prior chemo-
therapy are ineligible. All patients will receive chemotherapy
as soon as the acute oftects of surgery have resolved. After
completior of a total cumulative dose of %50 my/M2, patients

with clinically complete responses or detectable discase which

1s thought to be resectable will undergo second look surgery.
Those patients with progression will be entered on Protocol #26.
At second look those with NED will have no further therapy and
follow-up for five years; those with stable disease or
progression will be entered on Protocol #26,

PROGRESS

(81 03 - 83 09) No entries at MAMC.

STATUS:  (0O)
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TITLE:  GOG #952: A Phase 1 Randomized Study of Cyclophosphamlte
Plus Adriamycin plus platincl Versus Cyclophosphamide Plus
Platinol in Patients with Optimal Stage I1[ Ovarian Adeno-
carcinoma

PRINCIPAL INVESTIGATOK: COL Roger ¥, Lee, MC
PROFESSTONAL ASSTSTANT @ COL William I,. Benson, MC

WORK UNTT NO: 817109

TECHNICAL OBJECTIVES

To determine, 1n "optimal"” Stage 111 ovarian adenocarcinoma, 1f j
tne addition of adriamycin to cyclophosphamide plus cis-platinum

(Platinol} improves progression-tree interval, trequency of

neygative second-look laparotomy and survival. This protocol

replaces GOG #25, ,

METHOD

e o At e

Fligible patients are those more than sixX weeks post-operative
with proven primary Stage 111 ovarian adenocarcinoma confined to
the abdominal cavity and its peritoneal surfaces with residual
tumor masses after surgery no larger than 1 cm in diameter,
Patients with prior chemo- or radiotherapy are ineligible. i
Patients will be randomized to cyclophosphamide plus Plantinol :
every three weeks for eight courses or to cyclophosphamide and

Plantinol plus adriamycin every three weeks tor eight courses,

After eigyht courses those with less than clinically complete

response will go oft study and be followed for survival; those

with clinically complete response will have second-look surgery

tH validate the complete response or to remove restdual tumor

masses. Patients will then be followed for approximately five

years for survival rates.

PROGRESS

(82 10 - 83 09) oOne patient was entered in FY 83 tor a total !
ot three entries, One patient died of disease and two are alive 1
without disecase,

STATHS : ()
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TITLE: GOG #54: The Treatiment of Women with Malijnant Tumors
of the Ovarian Stroma with Combination Vinocristine,
Dactinomycin, and Cyclophosphamide--Phase [11; and a
Phase II Evaluation ot Adriamycin in Mallgnant Tumors or
the Ovarian Stroma Refractory to Pramary Chemotherapy

PRINCIPAL INVESTIGATOR: col, Roger B, Lee, MO
PROFESSTONAL ASSTSTANT: CobL wWilliam L. Benson, MC
WORK UNIT NO: 8l/116

TECHNICAL OBJECTIVES

To evaluate the effectiveness of combined vincristine, Jdactinom,-in,
and cyclophosphamide (VAC) in treatment of malignant tumors ot the
ovarlian stroma in patients with residual, recurrent or advanced
disease; to confirm completeness of response to VAC treatment with
restaging laparotomy; to evaluate response to adriamycin in pitients
who fail primary treatment with VAC; to evaluate the endometrium
histologically to learn more about the relationship between stromal
tumors and endometrial cancer.

METHOD

Fligible patients must have histologically contirmed malignant
tumors of the ovarian stroma (granulosa cell tumor, granulosatheca
cell tumor, Sertoli-Leydig cell tumor, androblastoma, jynandro-
blastoma, unclassified sex cord-stromal tumor, sex cord tumor with
annular tubules) not amenable to cure by further surgery or radia-
tion therapy. Patients who have received chemotherapy at any time
or those who have received radintherapy less than tour weeks prior
to entry are ineligible for study. Patients admitted to this study
will have undergone an exploratory laparotomy with removal of as
much tumor as 1s prudent. Chemotherapy will be followed within
four weeks and not later than six weeks following surgery. Patients
must have recovered trom surgery. All patlents will receive VAC
for a minimum of three cycles or a maximum ot ten cycles, Patients
who exhiblt a complete response or a partial response atter ten
cycles which makes remaining disease rescctable will undergo a
restaging laparotomy. Tt all residual diseasc 1s resccted at
restaging laparnotomy, patients will receive adriamycin, It there
1s no evidence of disease at restaqging laparotomy, patients will
receive intermittent cyclophosphamide. 1If projression is observed |
during cyclophosphamide therapy, patient will be removed trom study, }
I

Patients who exhibit progression ot disease atter three cycles o

VAC will receive adriamycin., Tt turther progression 1s observed

on adriamycin therapy, the patient will be removed trom the stury,

All patients will be followed tor tive years or unttil death,
PROGRE:

{81 09 - 83 09) No entries at MAMCO .,

STATHS:  (0))
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FITLE: GOG #55: Hormonal Contraception and Trooohoblastic Se jucl ae
Atter Hydatidiform Mole, Phase 111

PRINCIPAL INVESTIGATOR: Ol Roger B, lLee, MO
PROFESS TONAL ASSTSTANT: COL Williram L, Benson, MC

WORK UNIT NO: 8l/744

TECHNICAL ORJECTIVES

To determine whether the administration of estrogen progesterone
oral contraceptives tollowing the evacuation ot 2a hydatiditnrm
mole and prior to the HCG titer reaching undetectable levels
aftects the incidence ot trophoblastic sequelae requiring
chemotherapy .

M1 THOD

Patients with a histologically verified diagnosis of hydatiait orm
mole evacuated by suction evacuation of the uterus with uterine
conservation are eligible. All patients must have a pelvic ultra-
sound and arterial blood gasces performed within 2 weeks of evac-
uation. Patients will be randomly assigned to Regimen 1: hormonal

contraception - oral contraception to be comnenced as soon as
the patient has been randomized and will continue for at least
12 weeks; or Regimen 2: mechanical contraception - a, sheath

anid foam preparation; b. IUD inserted once the uterus has become
involuted, again used witn foam; c¢. diaphragm used with contra-
ceptive cream or toam. The principal 1nvestigator will choose
the method ot mechanical contraception and it will be commenced
as soon as the patient has been randomized and will continue tor
at least 12 wecks. At the end of [2 weeks, all patients will be
evaluated for development or nondevelopment of trophoblastic
sequelae., Further birth control will be at the discretion ot
the patient and the investigator. All patients will remain on
the study for a minimum of six months atter primary evacual 1on
of the molar pregnancy.

PROGRESS

(42 09 - 83 09) No entries in FY 83, Two patients wore cntopod
in FY 81 and are alive without tumor,

STATHS ¢ (0)




FITLE: GOG #56: A Randomized Comparison ot dydroxyarea Versags
Misonidazole as an adjunct to Radiiatlon Therapy in
Patients with Staje Ly, L1, and IVa Carcinoma ot the
Cervix and Negative Para-Aortic Nodes (Phase 111)

PRINCIPAL INVESTIGATOR: COL Roger B, Lee, MU

PROFESSTONAL ASSISTANTS: COL william 1. Benson, MC
CoL bonald Kull, MC ¥4

WORK UNIT NO: 82./08

TECHNICAL OBJECTIVE

To determine whether hydroxyurea or misonidazole is superinr as
a potentiation of radiation therapy in advanced cervical cancer;
and to compare the toxicity of hydroxyurea versus misonidazole
~shen jiven concurrently with radiotherapy.

METHOD f
}

All patients with invasive squamous cell carcinoma of the cervix,
Stages TIy through IVa will undergo preoperative clinical staying. v
This will include traditional staging as permitted by FIGO rules,.

Extended c¢linical staging utilizing lymphangiography, computerized

transaxial tomography, and/or sonography 1s required., Subseguently,

patients will undergo a para-aortic lymphadenectomy and peritoneal

exploration. Selected patients may be excluded trom this procedure

it percutaneous needle biopsy provides histologic proot of metas-

tasis to the aortic nodes, All patients with cancer contined to

the pelvis are eligible for treatment ., They will receive pelvic

irradiation ani will be randomly assigned to receive concomitant

hydroxyurea or misonidazole, Patients with metastasis outside

the pelvis are not elilgible for treatment,

PROGRESS

(31 11 - 83 99) Nov entries at MAMC,
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TITLE:  GOG #57: A rRandomlized Comparison ot Multiple Agent
Chemotherapy with Methotrexate, Dactinomycin, and
Chlorambucil versus the Monditied Bagshawe Protocol
in the Treatment of "pPoor Prognosis” Metastatic
Gestational Trophoblastic Disease (Phase 11)

PRINCIPAL INVESTIGATOR: COL Roger B, Lee, MC

PROFESSTONAL ASSISIANTS: COL william 1., Benson, MO

WORK UNIT NoO: R2/731

TECHNICAL OBJECTIVE

To evaluate the eftectiveness and toxicity ot the Moditied
Bragshawe Protocol (MBP) in patients with "poor prognosis”
metastatic gestational trophoblastic disease (MGTD); and to
conpare the effectiveness and toxicity of the MBP with standari
triple agent chemotherapy with methotrexate, dactinomycin, and
chlorambucil (MAC).

ME THOD
Patients who have a histologlc diagnosis of gestitional
trophoblastic disease and an elevated HCOT titer, who are
considered "poor prognosis" on the basis of the criteria set
forth in the protocol, will be randomized to either a druy
combination ot MAC or to a modified Bagshawe Protoconl,

PROGRESH

(82 10 - 83 09) One patient has been entered (FY 83) with a
complete response to the RBagshawe regimen,

STATUS : (0)




FLTLE: oG #59: A Randomized Comparison ot kExtendes bireld
Radratien Therapy and Hydroxyurea Followed by Cienlat on
orono Further Therapy In Pattlents with Cervical Squamoos
Cell Carcinoma Metastatic to High Common I1ivac and /oy
Para-aortic Lymph Nodes--1T11

PRINCIPAL INVESTIGATOR: Ol Roger B, lLee, MC
o L

PROFESSTONAL ASSISTANIT: Cob william L. Renson, MO .

COl bDonald Kual b, MO '

WORK NI NO: sSL7117
PRCHNTUAL OIIECTLVES

To determine 1t cis-diamminedichliorplatinum, cispiatin, given in
an wljuvant setting will decrease the risk of geograpnic fatture
or 1mprove the survival rate o progression-tree interval in
patients who have squamous ciarcinoma ot the cervix with metastases
to high common 1liac and/or para-acrtic lymph nodes, proven by
elither histologic or cytologic means; to evaluat. the role ot
scalene tat pad biopsy in this group ot patlents betore initiation
ot extended tield irradiation therapy; to accumulate olinicall/
surgical patholagic data on this highrisk group of patients to
expedite development ot turther protocols. ‘

METHOD

Fligibility: All patients with primary, previously untreated,
histologically contirmed, invasive squamous cell carcinoma of
the uterine cervix, all clinical stages, with metastaslis to high
common iliac or para-aortic lymph nodes proven by cytologic or
histologic means, Patients will undergyo preoperative clinical
staging {(stages defined in protocal) utilizing lymphangiography,
computerized axial tomoygyraphy, and/or sonography as well as
traditional methods., Subsequently, the patients will undergo a
para-aortic lymphadenectomy and peritoneal exploration. Selected
patients may be excluded trom this procedure 1t percutancous
needle bhiopsy provides cytologic proot of metastasis to extra-
pelvic nodes, All patients with para-aortic metastas:s and
negative scalene node biopsies are eligible for treatment. They
will receive pelvic 1 para-aortic irradiation and hydroxyurea
and will be randoml, issigned to receive cisplatin or no further
therapy . An adequate trial will be detined as completion of the
prescribed radiation tnerapy, complet ion of one course of
cisplatin and survival ot tour weeks, or survival ot el jht weeks
Afrer radiation therapy tor the no-further-treatment roegimen,

Pa 1ent s will be o tollowed quarterly for two years and every si1x
nont s for thres addit tonal yeirs,

PROGRESS
(A1 09 = 33 09 No entrioeag at AAMCO

STATHE (!
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Crrioe: GOG #hd:r A Phase 1D Randompzed siropyy of DoxXorabio o Plus
Cyclophosphanide Plus Cisplatin versas Doxorubloln b s
Cyclophosphamide Plus Cirsplatin Plas BCG In Pat fents ~1th
Advanced Suboptimal Ovarian Adenocarcinoma, Stage (LT e 1y,

PRINCURPAL INVESTTIOATOR: Col, Roger BB, [Lee, MO
PROFESS TONAL Ans T STANT: CoLoWiltliam L. Benson, MC
WORK UNTT NO: #1118

TECHNLCAL OBJECTIVES

'

vdetermine it the addition ot RCG to doxorunioin plus cyolo-
praosphoamide plas cisplatin Improves remission rate, remission
Adratton, or survival o in suboptimal sStaqge (1T and Stage 1V
avartan adenocarcinoma; to determine the treqguency and duration
orree complete remission using these regimens as judged at
secont-look laparotomy,

METHOD

Fligioility:s Pautients with established suboptioaal St T or
t

Stouge TV wvarian epithelial cancer, Patlents mast oave: sptimal
Suropery tor svarian cancer, with at least an explorator, lapar stomy
ani o appropriate tissue for histologle evaluation,  Patients with

measuranle S nonmeasurable disease will e evaluated.  Patients
Jithooastolojically contirmed serous adenocarcinoma, muacinous
riencarcinoma, ~lear-cell adenocarcinoma, endometrioird adeni-
carcinoma, unditterentiated carcinoma, or mixed epithelial
carcinoma will be eligible, Patients who have received previous
hemotherapy or radiotherapy will pe ineligibie, Patients will
Oeorandomized to receive elther doxorubicin, cyclophosphamide,
it cisplatin every 3 weeks tor 8 courses; or the above rejlnmen
pids BUG (days 8 & 1o tor 8 courses). Patlents with complete
response Wwill have a sccond look laparotomy and will be taxen
oft therapy 1f complete response is confirmed, Patients who
have partial response of stable disease will e considered tor
1 second look i1f, In the opinion of the investigator, =i iticant
tumor reduction may have been achieved, It restdual tamor s
detected, patients will be taken off study and placed on Goo s61,
Patieonts with progressive disecase at o any time will De remeved
from the chemotherapy on this study, buat o will be tollowed,

PROGRESS

{82 09 - 43 09)  One patient was entered 1n FY od3 tor o tatal o
tour entries. One patient expired trom a pulmonary emboloas, one
retuseod BOG atter scarifications after two ceparate time:s and
has recurrent carciaomi, and the other two patients qre gl
Althoat discase,

J
P
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UL GOG #61: Phas.

Plus Cyclophosp

IIL Randontzed Stady ot Cro-p!

hamide versus Hexamethylmelamayoo.

Secondlonk Ssurgery in Nonmeasdarable Stajge 11

Adenocarcinoma

coantaining Cis-
PRINCTEAL INVESTICATOR:
PROFESSTONAL Ass TS TANT:

WORK UINT T NO: 3209

1
Abtor
VAT LA

Partially Responsive to Previosas Re jloens
{

Plat tnam and

yelophiosphami g
COL Ragper B, Lee, MO

COLowlllram 1. B oy, Mo

TECHNICAL OBJRCILVE

To determine In nonaevasurable but residual Stage [T ovarian
ly responsive atter treatment with

adenocarcinoma, partial

regJimens contalning cis-»latinum and cyclophosphamide,
= I3

progression-tree interval ant survival are improved by continuing

cyclophosphamide plus o
hexamethylmelonine .,

With the Increasing use

are Deing itdenatified who show a partial response or st
1t the original tindings, The

Jisoase when compared w

1f the

ls-platinun or by changing treatment to

METHOD

yt second-look laparotomy atter combina-
tion chemotharapy tor ovarian cancer, more Stage 111 patients

able
GG has

two stuadies involving cyvoclophosphamide and clis-platinum, but

ot hexamethylmelamiae
responders (as
Ner proposSo by
plus cis-platinom ~r o to
treatment will pe jiven

woie found and 1t 1s un

(Protocols #47 and #52), 1n which partial

sed oat second lTook) currently 50 off

study .

such parients to more cyclophosphamide
hexamethylmelamine., This additional

for a tinite period of 12 months singe
wre o not propose a third look that might provide an endpoint

for treatment Hut probably would not benetit most patients as
thees is no promising thivd Line treatment if residual
likely that debulking surgery would be

St consistent benctit at this point and it may be diff
dnadequate biopsies after two prior laparotomies, Also, somoe
of these patients may progress slowly even though they do not

respond t the additional treatments,

PROGRESS

disease

fcult to

(32 10 - 83 09) e patient entered att MAMC tor g tortal of
Fwor ontries, One patient 15 alive with disease an i the other is

vl rwe withouat  Tirsoase,

STATI S Lo
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S S GO a3 Aorhintoal=Patnoloo e Sty : Sages T, D1,

ind VA Carciaoma of the Uervax

PRINCTEAD INVESTION D COrb, Ryt 3, Lo, MO
PROFESSTONSD AnS TS IAan: il Wil ran [, Benison, MO
WA UOINT D N 42 730

[HCHNICAL OBJRCTIVES

T oevalaare s o sensitivity and specificity o non-invasive
srocedares saob s sonography, computrerized transaxial o tomography
1 U ymphangioyraphy in detection of metastases; to better
anderstand the significance ot various surjlesl amd pathologic
factoHors involved in staging and therapy for "alvanced" cervical
ancer . The accumulated colinical /surgical “pathological data may
creen o play a role in moditication or design of future protocols;
th aerermine by observations of filve-year survival and Jdisease-
srecoinaterval, the validity of current FIGO staging in comparison

Lo onlstopatnologic prognostic factors such as size of lesion,

v

Lot ion ot desion, histology, grade, pelvic lymph node metastases,

st o rortic fymph node metastases, In patlents with Stages Ilg,
o, oand iy carcinoma of the cervix,

METHOD

1

i1 e ligiole sarients with 1nvasive carcinoma of the cervix,
i
N

ii0s [y rnrongh TV, will undergo preoperative cliinical staging,

1oclading traaditional staging as permitted by FIGO rules,
Extoended clinical staging utilizing sonography, lymphangliography,
At computertzed transaxial tomography are mandatory., When these
tests reveal an aortic nodal metastasis, the patient will have a
Fine neeale Diopsy; however, it the tests are negative, the
patient will have an aortic lymphadenectomy .  Patients who hoave

A positive tine needls bhlopsy or positive aosrtic lymphadenectomy
w111 umiderqgs scalen . o o biopsy betore consideration {for a GOG
troatment asrotocol., It 1s anticipated that 3ll patients will be
considered tor entry ato a GOG protocol for which they are
aairable when such protocols are avatllable,

H}i(z@ikjl?i 5

(B2 03 = #3 03) Noo entrioes at MAMO,

STATE e i
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TITLE:  GOG #6h4: % KRandomyze-n St B A A
(23-Hour) 1 s o t Sl U R : HIESS
Coll Coarernoamg L S SR

PRINUCTPAL  INVEST LU GA DN, T N A

PROFESSTONAL ASS IS PANT: ol W T ey, ML

WORK dINTT N 3237

TECHNICAL OBJECTIVES

il

(1) To determine whether the treguency and furation of »bjective
response ot sgquanaus cell carciaoma ot the cervix 15 altered
significantly by prolonging to 24 hours the doaration or the o
intusion ot a dose of cisplatin as compared to adainistration
at a rate ot 1 mg/minute; and (2) to determinne whether the
adminlstrat ion of a dose of cisplatin as a continuous 24-hour
infusion alters the treguency and/or severity ot drug-related
nausea and vomiting s compared to the administration ot the
same dose at a rate of Lomgp/minute,

METHOD

Eligible patlients are thoge with histologically contirmed, ;
locally advanced, recurrent, persistent, or metastatic squamous :
cell carcinemia ot the cervix which 15 resistant to cuarative

treatment with surjery or radiotherapy. Cis-platinum (50 mg/™M2)

will De iven as 1 24-hour infusion or at a rate of 1 mg/minute

IV once every three weeks, Treatment will be repeated every

three weeks for eilght courses unless disease progression or

adverse etfects dictate cessation,

PROGRESS

(82 10 - 83 0UY) One patient was entered in FY 83, There were
no adverse reactions and the patient has stable discase.

STATHS & (RD]
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Filies GOG #66: ltrastructaral, Stagaing, and Thoerapeat boe
Considerations in Small Cell Carcinoma of the Cervy
Phase 1]

SRINUCIPAL INVESTIGATOR: COLL Roger B, Lee, MO

PROFESSTONAL ASSISTANTS: ol William Benson, MC

wokRK UNDT NO: 43740

PECHNTCAL OBJECTIVE

To determine the incldence of neuroendocrine carcinoma of
cervix o in cases ~hich are histologically classifiled as sma

of the cervix or progressive local disease after radiation

METHOD

keritinizin; carcinoma or adenocarcinoma are clugible, pro

patients with primary Stage [VB disease or recurrent disea
after local therapy are eligible for chemotherapy ., Chemot
patients must have measurable Jdiscase by palpation o Ly oA
appropriate x-ray or ultrasound procedare,

Patients with disease localized to fhe polvis o and regional
nodes will receive standard thearpy according ta the discr
of the investigator. Patients with discase beyond the pel
abdominal nodes with no previous irradiation will receive

intravenously cvery 21 days. Patilents with previous irrad
wlill receive vincristine, 2 mj, Jdoxorubicin, 40 my/M2, and

phosphamide, 600 mg/M2, intravenously every 21 days, These

will be discontinued at & cumulative dose o1 400 mg M2/ Pa
whom tumor progression occurs on this regunen will e trea

1rradiation) intravenously on days 1, 3, and 5, every tour
or tor Live years., In the urusual instance of Stage (VR oo
Hmasls ot brain merastasis alone, patients will be given wh
Drain irradiation to a dose ot 3000 rads 1n 10 tractions,

PROGRESS

(s 92 = 83 09) Nov entries ot MAMO,

ATATIIS . ((y)

Bliginle patients: Those with histologroe diagny i b 574
carcinoma of the cervix, Patients who have small cell car
mixed with large cell keratinizing carcinoma or larjge ool

1%,

the
11

ce:ll carcinomas, and to determine the response rate to combina-
tion chemotherapy in patients with Stage TVB small cell carcinoma
therapy.

1L cell
T 1noma
non-

viiiing
that the small cell elements compri=c 504 »f the tunor, Only

Sl
herapy
0

Lymph
eti1on
vis or

vincris-
tine, 2 my, doxorubicin, 50 mg /M2, and cyclophosphamide, 750 mg/M2,

tation

cyclo~
regjimens
Jill ve repeated every three weeks 1f toxicity permits.,  Doxordabicin

tient o

ted with

vP-16, 100 mg/M2 (no previous irradiation) or 80 mjy M2 (jHrevious

week s

b time of progression. Patients will be followed until oxpirat:on

oot

ANl e
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FITLE:  GOG #70: A kRandomized Comparison ot Single Agent Chemo-
therapy (Methotrexate and Methotrexate with Folinilc
Acid Rescue) in "Good Prognosis' Metastat o Gestational
frophoblastic Diseasc

PRINCIPAL INVESTIGATOR: COL Royger K. lLee, MC

PROFESSTONAL ASSISTANTS: Col william Benson, MO %

WORK UNIT NO: 83763

NN |

IFCHNICAL OBJECTIVES

To judge the relative etficacy of schednling variatlion in the
chemotherapeutic management of "good prognosis" metastatic
gestational trophoblasric diseasce and to ascertain the relative
toxicitlies of the two regimens,

Eligible patients: those with metastatic gestational trophoblastic

disease whn are "good prognosis” with Jduration of disease <4 montns !
trom antecedent pregnancy, serum J-hcy toter <42,000 mItl/ml, no
liver or braln metastasis, no prior chemotherapy, and antecedent
aniar pregnancy, ectoplc prognancy, or abortion. .

Regimen 1: methotrexate 0.4 mg/ky IM, up to 25 mg daily x 5;
repeat every 12 days (7 day window),

Regitmen IT: methotrexate, 1 my/skg 1M, days 1, 3, 5, and 7.
Folinic acid, 0.1 myg/ kg, 1M, days 2, 4, 6, and 8., Repeat every
14 tays (6 day  andow).

An bhequate trial 1s detined as recervinyg oone coursce, Aftter the
tirst normal titer (three consecut 1ve weekly normals), each
patlent will receive one more tull course, It she attains
remission, therapy will be discontinued. 1t the riter should
re-¢levate prior to three consecut 1ve weekly novmals, ther
chemotherapy will continue until the above criteria arce tul-
tilled. All patients will recelve chemotherapy as outlined
until there is documented remission, severity of toxicity
requires a change, or non-response,

PROGRESS

(83 05 - 43 09) One patient has been entered,  she wa<s treated
with methotrexate for three courses and has bt g complets

respionsea




Firie: GoG 471 freatment of Patlents with Suboptimal Stage [8
Carcinoma of the Cervix: A Randomized Comparison ot
Radiration Therapy and Post-Treatiment pPara-aAortic and
Common lliac Lymphadenectomy, Versus Radiation Therapy,
Pari-Aortic and Common Iliac Lymphadenectomy and
Adjunctive kExtrafascial Hystervectomy, Phase [1]

PRINCIPAL INVESTLGATOR: COL Roger B, Lee, MC

PROFESSTONAL, ASSISTANTS: COL William Kenson, MC
cal, honald Kull, MC

WORK HINIT N¢: 33/41

TECHNICAL OBJECTIVES

T evaluate the role of adjunctive extrafascial hysterectomy in
the treatment of suboptimal Stage I8 carcinoma of the cervix,
the survival and patterns ot tailure in bulky {# cervix cancer,
and the prognostic value of pretreatment endometrial sampling
in suboptimal Staje IR carcinoma ot the cervix; and to study
the toxicity ot 1 combined radiation and surgical therapeutic
proc am.

METHOD

Eligible patients: patients with primary, untreated, histo-
Iogically confirmed invasive carcinoma of the uterine cervix,
FIGO Stage [B, as confirmed by cervical biopsy and endometrial
sampling,

Regimen T: Following recovery from radiation therapy, patients
will undergo para-aortic and common iliac nodixl sampling,

abdominal washings, and intra-abdominal exploration,

Re jimen I1:  PFollowing recovery trom radiarion therapy, patients
wiil undergo para-aortic and common tliac nodal sampling,
abiominal washings, and intra-abdominal exploration plus total
extratascial hysterectomy.

All patients will be followed tor tive years. Patients tound to
have more extensive disease (1,e,, positive para-~aortic nodes,
intra-abdominal metastasis) will be treated at the discretion ot
the physician and will be followed tor five years,

PROGRESS

(83 02 - 83 09) No entries at MAMO .,

STATHS : (ey)
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LITLE:  NCL #178-4: Guidelines tor the Clinioal tise ot ,
Streptozotocin (Group € Guidelines) f

PRINCIPAL INVESTIGATOR: COoL Friedrich H., sStatz, MC ,4

PROFESSIONAL ASSISTANTS: LTC I[rwin B. babe, MC
LTC Archie W. Brown, MO

WORK UNIT: 81/18 "
L |

I

TECHNICAL OBJECTIVE /‘

|

To provide an investigational drug ot proven etticacy, not !
previously released tor general use, to MAMC patients ander 4
Group C NCL Guidelines. Also, to determine extent and variety ‘i
of side eftects with streptozotocin that have not been i
previously described, K

METHOD
Streptozotncin will be used tor patients with malignant islet
cell tumor (response rate 70%) and in metastatic carcinoid,
Streptozotocin will be given 1V cither dailly for 5 days every
4-6 weeks or weekly for approximately 4 weeks. Careful pre-
treatment evaluation will be accomplished and any untoward or
unexpected side effects will be reported to the National Cancer
Institute.

PROGRESS

(80-12 - 83 09) NOo entries at MAMC,

STATIHS ¢ (o)




TITLE: NCI #I78-10: Guidelines tor the Clinical lise of
Hexamethylmelamine (Group € Guidelines)

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC
PROFESSIONAL ASSISTANTS: COL Roger B, Lee, MU

LTC Archie W. Brown, M(C
LLTC Trwin B. bhabe, M

WORK UNIT: 81719

TECHNICAL OBJECTIVE

To provide an 1nvestigational druy of proven etticacy, not
previously released for jgeneral use, to MAMC patients under
Group C NCI Guidelines. Also to determine the extent and
variety ot side elleccs with hexamethylmelamine that have not
been previously described.,

METHOD

Hexamethylmelamine will be used in patients whose cancer of the
svary has hecome refractory to therapy with alkylating agents
Hroin patients where therapy with alkylating agent+ 1< contra-
indicated. Hexamethylmelamine will be given daily by mouth,
elther continuously or intermittently depending on response,
toxicity, and other drugs which the patient may be taking
concomitantly. The treatment will continue for as long as the
disease is stable or the tumor shrinks.

PROGRESS
(82 10 - 83 09) Two patients were entered on this protocol in
FY 83 tor a total of eight entries, Nausea and neutropenia

were reported as adverse reactions.,
£

STATS . (0}




BREN NCT o omldo=-11: VP-16=312 For Small et I Carcinoma ot
the Tung (Groap O utdeline s

PRINCIPAL [ NVHESTIGATOR: COlL Friedrich 0. stutz, MO

PROFESSTONAL N ESTANTS LTC Irwin K. Dabe, MC
LT Archie W. Brown, MC

WORK UNIT: dL720

TECHNLCAL OBJIFCELVE

To provide an investigational drug ot proven efticacy, not
previonsly released tor general use, to MAMC patierts under
Group C NCI Guidelines., To Jdetermine extent and variety of
side eftects with VP-16-312 that have not been previously
described,

VP 16-312 will be used in retractory or recurrent small cell
cancer of the lung, usually in combinition with other eftective
chemotherapeatic drugs., It will be administered 1V over a
30-minate period elther dailly for 5 days every 2-3 weeks or on
days 1, 3, and 5 every 4-5 weeks., The exact interval between
subseqguent courses will be moditied, depending on the tine
rejquired for recovery trom toxic manitestations., Carefuil pre-
treatment evaluation and tollow-up will be done . Any untowar:
or unexpected side etftects will be reporteda too the NCL,  The
treatment will be continued tor as lony as the patient's tumor
responds or remalns stable.

PROGRESS

{(R2 10 = 33 09) Three patients were entered on this protocal

in FY 83 tor a total of 14 entries. Neutropenia, thrombo-
cytopenia, halr loss, anemia, and tatigue {(expected side ettets
of the small cell carcinoma of the lung and the chemotherapy)
were reported,

STATHS s (1)
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TIILE: NCIL #I80-12: Group C Guidelines for the Use ot Delt y-9-
Tetrahyidrocannabiinol

PRINCIPAL INVESTIGATOR: COL Friedrich t. Svutvz, MC

PROFESSTONAL ASSISTANTS: LTC Irwin B, Dabe, MC
LTC Alan ). Mecase, M0
MAT Lauren K., Colman, MC

WORK UNIT: 8L/7102

TECHNICAL OBJECTIVE
To determine untoward side effects not previously described with
THC and to mahke avalladble this antinausea druy to patients on
chemotherapy .

METHOD

Delta-9-THC will be used as an antiemetic therapy 1n cancer ‘
chemotherapy patients retractory to standard antlemetic agents. f
It will be administered at a starting dose of 5 mg/m2 p.o., o
6-8 hours prior to the administration of chemotherapy and ftor i
12 hours thereafter. Should the 5 my/m2 dose prove to he

inettective, and in the absence ot significant side ettects, !
the dose may be escalated to 7.5 myg/m2., Any untoward side
etfects will be reported to the NCI.,

(82 10 - 83 09) Four patients were entered in this protocol
in FY 83 tor a total of 11 entries, Drowsiness was the only
reported side ettect,

STATUS = (O)
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O R S O NOCT #7601 - selected Stage Ta, = Loy OVarban an.cer
to LD g Movrerately Ditfterentpatoed)
PRINCTeAL INWVESTTGATOR: Cols o Roger By Lhee, MO

PROFESSTONAL ASSTSTANTS: Ot wWwilboow Lo senson, MO

WOk N [ 1745

PECHNICAL _OMJECTIVE

oottt the natural history of patients tre el Dy war jery;
tH feteraiae whether prophylactic, adjuvant cheenotheran, with
nelphalan 1lters the natural history; to o study the efpeoct of
various potential prognostic tactors on the natural e e oot
patients toroatoe ! Dy each torm of therapy; to ost ol osn v
value of variouw stayging parwmeters on bhe stoage or drseas
and Tts nat rral history,

ME THOD
o be eligible, patients must have a hiistopatnologic diannsis

ot common epithelial ovartan cancer, elither serons, mucinous,

or ather (endometrioid, transitional, mesonephrord, adenocantbhoma,
mixtures amnd 1ntermediate types, and unclassitiadble) . Patients
will e stratitied by histology, histologlie jrade, and staje.
Atter staging laparotomy and total abaominal hysterectomy or
nDilateral salpingo-oophorectomy, patients will be randomized

th observation with no chemother tpy or Lo chiomatherapy regimen
ot o melphalen (0.2 myg/kg/day PO tor 5 days), e conenotherany

#1L1D De repeated every tour weeks tor 18 montus or atter 12

cycles of therapy, whichever comes tirst, (hemotherapy w11

e discontinued tor gnacceptable toxicity or at 18 months 1t

the patient is troee ot disease at that time, Tt patient
relapses, she vill b taken ottt study at that tame,  Second=1 ook
Jill occar at 12 ononths afrer randomization asing peritoneoscopy
or laparotomny,

PROGRESS

Col 2 =83 Nav et rres bt MAMO,

SUATS (r))




Ftiir:s NCL #7602: ALl Stage to and 1T (A, 8, ) and sSclecten
Stage Tapy and Iyggqy Ovarian Cancer

PRINCIPAL INVESTICATOR: COL. Ryger B, Lere, MO
PROFESSTONAL ASSTISPANTS: Col, William I, Benson, MO

WORK IINITT: AL 733 '

LECHNLCAL O8JECTIVE

Ty ddetine the natural history of patients treated Dy cargery
plus cither chemotherapy or radioisotope; to study the ot fect
st various potential prognostic tactors on the nathural history
of patients treated by each torm ol therapy; to deteranine tLhe
patterns of relapse for cach torm of therapy; to establish the
value ot various staging parameters on the stage of discas
and 1ts natural history.

YL opatients with common epithelial ovarian cancer are eligible, |
i oarrer definitive staging procedures the patient is zoned to
Deoan stages 2a, 2ue 2¢0 lajie lgiie o0 Laj or lygy with poorly
ititterentiated tumors. Patients with prior therapy are ineligi-
1. Patients ~ill be stratified by histology, histological
grade, and stage group for Regimen 1. Regimen T will have

st rjing laparotomy, total abdominal hysterectomy and bilateral
salpinjo-nophorectomy with no macroscopic residual disecase

found . Patients will then be randomized to receive melphalan
ororadioisotopes,  Regimen 11 will be stratified by histology,
iatological grade, and extent of disease after suryery. Pati1ent s
will nave staging laparotomy, total abdominal hysterectomy, and
vilateral salpingo-onphorectomy ., 1f Tlg, [T, residual disease 15
found, patient will be randomized to pelvic radiotherapy plus mel-
shalan alaone . T atter 18 months of therapy, the parient remains
troe of gisease, chemotherapy werl be discontinued,  Second loor
will fone bt the pataent s tree ot diseasc atter L4 menthg

oo hemet Berangy

e

PROGRESS

(Bl 0] =~ Hz2 9} Nev prat et entered dgran g FY H40 0 ome patrent
enterod duarin g FyY 21 oand oo 3t iy ot presont b yme
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U ie: Intrathecal Ampnopter v, Neooos T =Ng L T b et g

PRENCTRAL

1

NV ST TOATOR MAT Allen R, Potter, MO

PROFESSTONAL ASS [STANTS: LTC Charlene Po HoOlt, MO

NORK HINTT

LTC Alan D, Mease, MO

N e AJ 900

LECHNTCAL (nslEUTIVES

o demonstrate taat IT aminopterin is less neurntoxic In man
trin 1T methobtrexate, To show that T aminopterin regulires
tew2r Lunbar punctures for an eguivalent therapeutic eftect
taan [0 metnotrexate .,  To compare the pharmicorinetics in man
v 't oaminopterin and 1T methotrexate,

‘l' t

RS ATS I B
1

e el

troronn el

gt lent
el siede
for the peopdasm, o Patients witih o soote leuakemia or non-Hodge
heduterd to receive preventive 1T cheaotherapy wil

[Q

Pt

bomyebonat

STATS

oy Wil

METHOD

s

wifh 0 ONB neopl aam, primary or mebras® atps vyl

providhed 1T o methotrexate 1S an aocepl-d treataent

1 )
il

. Patients with o prior history of IT methotrexats

Tsowlill o ve eldgitiie, DUt patients N1ER A prior brstory

Sy encephalopattyy o assoct aterd with ITT metnotrexat o
oot e el prtle s HIlgrnte patients wailloreeceioe

AMT bt ot 2 0 g e i e st bon gt wess by
.
‘

Lo srophylax A, sax inject tons willobe guveen. o
boootanlished drscase, the dnjections will oo ooanes
o DRk s tree of o nlast cells Ly oy centrituge

Thier et ter, tne tnge st rons will e jrven weeslyo v 2

ok LN 2, then monthly tor 2oyears,
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A A YA PO s Th=0 il 0 Mo e " bt O S S A
SINCTEAL INVRS ATk AN N L e by,
PRIFESSTONAT Ass IS TANT = LT0 Charteoe b, glo gt My
| S A LM e, M

WORE N N S el

1

METTHOD

Parients 25 years wito rhabaiomy s arcoma o oan frtrereat bate s
Sarooma Wi have noto g rior surgleal debulsan g, rarootner o,
o crnematherany will o bhe ol inle, STAGING Al D = T sy
rottee e 4 syt anatonie Sty gat are s Stage T = L s S

L sre v (with or o withoor inwoalvement ot e gl node o
S g metast at s i Ssoase, Stoages Uoand 1 w1t e ran-
temtseet o e ttaer g 1o sroap LT oroup Lowar il inttially

oo i mar ey, tollowed Lyocnemot ierapy (vincerist ine, ot inomyoin,

AT Poestieeariamiade Y and radiothierapy . Groaap TLowilloanitia
erces Dt e a g chemot e rany 1 abower and radyotherany Attt
rerme b ol recovery brom chemot orapy, poat Tent s will anderge
Aurorioan exsl oot ron and resitdant tomor o winloe aw psed . Sty
FUL oatpn o Wbl e v yndom ) ze by reece e 1 st andard regimen
Cer b Yec e e g it ensie reglimen whiiet 1s rhe
cane asom aniaed oWt extra dyy ot chematherapy added, [R3R

proovaps At D o rece e el therapy charinag the chemother anit

Deoeesal aate o el sl eextl s b remadaing boalk 303 Qe
T L B A L P TAE A I AL opatients oo bt an OR
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I'tlie: pend 77 00 = freatment of Met gt ot p st saar oo

PRINCIPAL INVESTIGATOR:  MAJ Ablon ko Potter, MO A

PROFESS LOS Al ASS TS PANTS  UTC crpar Lee P, by, Mn A
LT AT an D, Mogae Mo

WORK LINT T NG s 751

TECHNICAL OBJECTIVES

Foodetermine the ditrerences in tumor response rates and drug

UoXicit {es when aigh dose nethotrexat:e 1s given as a 6-hour 1
polus intasion or as oa d42-hour infusion.,  To determine 1f the ]
use of intensive chemotherapy given When tumor burden 1s mirimal

results in the complete eradication ot ail milcroscopic focl of «

netastario Hsteasarcoma,

METHOD j
Parjents <30 yers of age with no evidence ot serlious intection,
it ive bleeding disorders, or concomitant significant conplica- N
tions and biopsy-proven osteosarcoma are eligible. Patlents must } ;
nave cathologic or radiologic evidence ot overt metastartic dis- Lo

cae and must have received no previous chemotherapy, radiotherapy '
arosurgical therapy for metastatic Jdisecase.  Patlents presenting :
with metastatic osteosarcoma will enter a tirst phase which is
imsigned to create a state in which there is no evidence of dis-
nase (NED).  If possivle, this will be achileved by surgery alone;
itosurgery alone cannor achieve NED, then chemotherapy will ne §
used initially rather than surgery. Patients in this lattor

atregory will pbe randomized to receive weekly vincristine plus

nigh dose MTX-CF Jiven over 6 hours or methotrexate ji

Jiven as a
dz2-nour intusion., Patients who respond to this phase of metho-
trexat.e may become candidates for surgery even though resection
Jis ot o possible inttially, 1t NED can be achileved in this way,
patients will proceed to Phase 2, Pitlents achieving NED with i
surgery andJor chemotherapy will enter Phase 2 ot the protocol
and be troated with intensive conbination chemotherapy employing
Yients Faown P Do active against overt metastatico disease
(nsthotrexate, ~ltrovoran tactor, vincristine, airiamycin,
yotophosphanide, phenylalanine mustard, DTIC, cisplatinund,

PROGRESS

(A0 DA - #3 04) Yoo ontries gt MAMO

SEATE S (!




Fltie: ol 77 T0d s Chirctnooda Non-Hodgkin's Lymphomo
PRINCTIEAL INVESTTIGATOR: MAJT Allen R. Potter, Mo

PROFESSTONAT ASSTSTANTS: LTC Cnarlene P, Holt, MO
LT Alan . Mease, MO

WORRK NI T NO: Bi)62

PECHNTCAL OBJECTIVES

'y treat patients 11 as anitorm manner as possible while studying
the spectrum of diseises 1n as much detaill as possible, 1ncluding
clinical feoatures, histology and cytology, surface markers, induc-
tion ot Jditfferenttiation “» ~7+w- functional pontential of tumor
cells, distribution patterns of DNA and protein pre- and post-
treatment , and poHssible tumor markers., From such studies, 1t 1is
hoped that insight= into classification and rational approaches

to therapy will bhe tortheooming,

METHOD

fintreated patients with non-Hodgkin's lymphoma <25 years of age
Hr o with Brukitt's lymphoma at any age, who consent to a second
Diopsy procedure are eligible. Patrients in whom a diagnosis of
non=tindgkin's lymphoma 15 strongly suspected will be admitted
1S snon 13 possinle.  Treatment will be commence:d as soon as
initial studies and biopsy have been completed and therapy should
Gegin o witnin 48-72 hours. Therapy will include total surgical
resection wherever possible.  The backbone of therapy, however,
will be chemotherapy, since childhood non-Hodgkin's lymphoma 1is
rarely & localized tumnr., Drug therapy will be intensive util-
lzinyg cyclophosphamide, vincristine, adriamycin, methotrexate,
and prednisone.  These will be used in a sequence which should
result in drugs being administered every 10 days. Woe propose a
somewhat Jdifferent approach to prophylactic therapy, in that
first, an IT methotrexate boost will be given during 1V 42 tour
methotrexate infu<ion; second, Ara-C will be used as a second
frug in combination with methotrexate, and third, prophylaxis
will begin at the same time as systemic therapy since 1t 1s more
tikely thar tumor cells onter the sanctuary at a Lime when the
systemic tamor burden is high, Irradiation as part of ONS
prophiyiactic therapy 15 not planned,

PROGRESS

(A0 07 - 43 0 Nev o ontr s ot MAMO

STATHS : (1)
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IS U Pow #7770 = Treatment ToMetastat te ot High Risk
Fwing's sar soma
PRIN TPAL INVESTLIGATOR: MAT Al foen v, Potter, MO
PROFESSTONA D ARSTSTANTS: 000 Charlene PyoHolt, MO
LT AT Do Mease, MO
WK AN N S RU R
CECHNLCAL OBJECTIVES

exXanln.e the etrfroacy of total body 1rradiation 1 comiination
witn high dose chemottierapy in the treatment of metastaric or
Nlgh-risk Fwing's sarcoma,  To examine trhe pmmunological status
ot patients recelving total body irradiat ion as a function ol
time . To oxamine the utility of autologo s aarrow (abasion in
patient cocelving high=-dose choenotherapy whor o ot have marrow
drsease ot presentation but who omay hoave metastatic dlsease in
ather sites,

METHOD

Parients with a
SAArComda
vertebhral

therapy, will

pathologically proven
presenting with metastat io disease
primary lesion,

Heoellgible.

dlagnosis ot

wowith
radliation
to include

Ewing's

a pelvic or
or chemo-
vincristine,

wlthout prior
hemotherapy

Aactinomycin b, and cyclopnosphamide will be given fHr four weeks
concomitant with o irradiation to the primavy site for 5 weeks,
total body trradiation will then be given weeks 6=-10. High
dose therapy of vincristine, adriamyocin, cyclophosphamide, and
DTIC will then be qgiven 1orv 3 days. Maintenance chemotherapy to
Inclade vincristine, adriamyoln, cyoloophosphanide, and DTLC will
Dooglven once every 6 oweeks tor 12 cycles,

PROGRESS
(#1006 - d3 Y NO entries at MAMC
STAT = i)

v
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TITLE: POB #77/06: Treatment ot fow Risk Ewing's sSarooma
PRINCIPAL INVESTIGATOR: MAJ Allen R, bPotter, MO

PROFESSTONAL ASSTSTANTS: LTC Charlene Py Holt, mo
LTC Alan b, Mease, MO

WORK INTT MNoy: BU/53

TECHNICAIL OBJECTIVES

[ evaluate the etticacy of prophylactic pulmonary irradiation

in conjunction with combination chemotherapy in the treatment
low risk REwing's sarcoma. To evaluate the ilmmunologic status and
competence of patients with Ewing's sarcoma a4s a fanction of time,

METHOD

Patlents with a pathologically proven diagnosis of Fwing's

sarcoma presenting with distal primary lesions (but not 1o tne
pelvis or spine) without eviaence of metastitic dlsease arc
eligible for this study. Patients with prior chemotherapy,
radiation therapy, or surgical resection procedures other than
blopsies are ineligible for the study. #For initial therapy,
patients ~ill receive vincristine, actinomycin D, and cyclo-
phosphamide (ygyiven week 1 and 4), radiation therapy to the primary
site (5 treatments/week for 5 weeks), and subsequent to the
completion of radiation to the primary site, pulmonary irradiation
(5 treatments/week for 2 weeks), Maintenance chemotherapy will
begin subsequent to pulmonary irradiation consisting of
vincristine, adriamycin, and cyclophosphamide cvery 4 weeks for

1 tHotal of 12 courses,

PROGRESS

(B30 e - 33 0V9) Noooentries gt MAMC,

slAalls: ()




[ T R I A ST IR NV S SO Lty
i 4
O ASM gt e L P e N | oo e [N -t
Phir ombooy topenio Can e st et

PRINCTPAL INVESTIGATOR: MAT Allen b, poarter My

VROFESSTONATL ASY . STANTS: LPe Choar Lene by o000, My
PP ALY s Ty Mee g e,
WORK HNTT NOs $0/54

TECHNTCAL OMJECT IV S

Toaetermine what ditlercinces oxist Detwesn ot tents initlally
troeated with HLA-marched or HLA-=mismatoned Sl clots 1n the numbet
i trequency ot transtusions requitred; mean fnorenents ot those
transfusions; treguency of transtusion react ions; onamber of bleed-
inj episodes; development of ant "-HLA antiboaies; and length of

time unt il patients become refractory to tne treatment strategy
cployed; to determine how often patients refractory to one stratery
will responrt to the other and whiat ditfercnces will exist in those
subseqitent responses; to determine 1t the order of strategy makes o
ditference in the total Tength of time patients respond to platoler
transfusions; to determine it the type of platelets transfused (o
those parients retractory to both matched and mismatohed platrelot
transtfusions makes a difference in the number of transtusions re-
juired, the mean increments of those transtus.ons, and the treguency
and time to the development of significant blecain; «pisodes,

METHOD

FLIGIBILITY: All pediatric patients admitted to Madigan,
EXCLUSIONS: > 5 blood component transtusions, it cannot be HLA typed,

or if there is an inadequate number ot PLA-matched donors to provide
Hi.a-matched platelet support. RANDOMIZATION: 2 groups by dilagnostic

categories; further, patients within cach diagnostic category will be
e divided into those with or without known bone marrow involvement .
Group 1 opatientr, will receive platelet transtusions with mat chedd
platelets,  Group 2 will recelve wismatched platelets. The indica-
fions tor transtus.on will be the same in both groups. Patlents in
both groups will continue to receive platelet transfusions until the
piatlent 1s judged to be refractory and then crossed into the opposite
Jroup. When patients are considered rofractory to matched and mis-
matched platelets, they shall be randomized to receive elther matcho.d
or mismatched platelets tor the remainder ot the study. Following
rovdoamization, the patients will continue to receive the assigned
platelet preparation until the development of 1 significant bleoding
prodlem,  Patients refractory to both matched and mismatched plateloets
aho develop signiticant bleeding problems will e considored obft-study
Al will be supported with the best available platelet support,

PROGRESS

(Hy 06 - 435 1Y) NOo entries 1l MAMO,




FITiE:  POB #78/06 - Treatment of Recurrent Lymphona

PRINCTIPAL INVESTIGATOR: MAT Allen R. Potter, MC

PROFESSTONAL ASSISTANTS: LTC charlene P, Holt, MC
LTC Alan D. Mease, MC
WORK UUNIT NO: B0/55

TRCHNICAL OBJECTIVES

4

To investigate the utility of a combination of aggroersive ’,
chemotherapy and total body irradiation (TBL) 1n the tr atment
of recurrent disseminated non-Hodgkin's lymphoma, To . tady the
utility of flow-micro-fluorimetric techniques as a pot-ntial
means of individualizing timed-sequence chemotherapy scheduling, 4
To study the value of supplementary irradliation to apparently .
localized recurrent tumor. To study recurrent tumor for changes |
in morphology, surface receptors, ERV genome, and cell surface {
micro-viscosity as compared to the patient's primary tumor, ]

METHOD I' j
Patients with recurrent non-Hodgkin's Llymphoma who have relapsea i
on other protocols in whom autologous marrow has bheen stored at -
least 2 months prior to relapse and whose disease is not defined b
as small volume, lncal relapse will be eligible for the study. ;
The presence of complicating tactors (renal tailure, 1nfection, ‘ f

etc ) which consticute relative contraindications to the intia-
tion of CARAT therapy (Cytoxan, ARA-C, TBT) will be considered
individually tor eligibility, Patients with prior NS disease ot
proven resistance to chemotherapy and cranial or craniospinal
irradiation will normally be incligible for CARAT therapy. All
patients will b treated in Jaminir tlow rooms it available,
Normally, chemotherapy will not commence unt il the toral WBC is
24000 and granulocyte count > 1500 in order to keep the period ot
ganulocytopenlia to a minimum.  All patients will be vigorously
hydeared prior to therapy. Treatment schomas are:  oyvtoxang

45 my/sky days 1, 2, 3, 4, (IV in 100 <o DHYW over 30 min);

TBL: 15 rads daily x 8 commencing on aay 1 omitting weekends or
400 rads on days 6 and d; ARA-C: 500 mGAM2 24 hours by continuous
infusion days 9, 10, 11, 12, given in 5% dextrose ‘water; antologous
marrow infusion: day 13.  In the presence ot ONe bsoase,
intrathecal or intraventricular therapy will be admingstored,
Patient s also may be randomized to receilve hyperaiimentation,

PROGRESS

(30 96 = 23 09) No entries at MAMCO,

STATINS : (1)




CITLY s POB #74/10 - A Phase 1L Study of Achiroanobacter Glutaminas:
1n Acute Leukemia

PRINCUPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSTONAL ASSTSTANTS: LTC Charlene . iolt, MO
LTC Alan . Mease, MO

WORK UNIT NO:  RBO/56

TECHNICAL _OBJECLIVES

T determine the therapeutic ctticacy of glutaminas.e ajainst acute
teukemia retractory to standard agents. To determine the toxicity
ot glutaminase administerced in a tixed dosage schedule,

METHOD

Patients must have a lite expectancy of at least 4 weeks anag
cytologically documented acute lymphocytic, acute myelocytic,
or acute unditferentiated leukemia (on bone marrow aspirite

or the bilopsy specimen), In addition, patients inust be proven
refractory to conventional drugs considered active against
thelr disease and must have vecovered trom the toxic ettects
ot any previous therapy. The drug «~ill He administered as a
continuous infusion (10,000 [U/M2/day) tor at leist 14 gays
with re~-evaluation of the leukemia at that timo, 1r no bene-
ticial etfect has been seen the trial will e discontinued.,
It there is evidence of lwprovement, the intuasion will bhe
continued tor a total ot 28 days.

(B0 06 — 43 a9 NO entries at MAMC,

Sk




O T POR #78/13 - Foever and Antamicrobial Ther spy, Stady (]

PRINCIPAL INVESTUIGATOR: MAT Allen R. Potter, MC

PROFESSIONAL ALUSISTPANTS: LTC Charlene P, Holt, MC
LTC Alan D. Mease, MU

WORK UINTT NO: 80/6"

TECHNLCAL OHJECLIVES

To e aluate the role of empiric antibiotic therapy in gyranulo-
cytopenic cancer patients, To reduce the incidence ot tever and
infection in patients for whom treatment-related granulocytopenia
is anticipated,  To evaluate and treat the granulocytopenic
pitient -olonized with tungi.,

METHOD

Patients in this study will be treated in three distinct groups.
Group L (Treatment of Granulocytopenlc Patients Prior to the

Onset of vYever) will consist of afebrile patients receiving chemo-
therapy anticipated to produce granulocytopenia, irrespective of
the projected durarion of granulocytopenia., These patients will
ne randomized to a double blind study ot either erythromycin and
vactrim or a placebo, Group IT (Evaluation and Treatment ot
Granulocytopenic Patients who Become Febrile) will consist of
patients with granulocyrtopenia who are tebrile with cither a
documented infection or a fever ot undetermined ortgin. Those
with documented infection will receive either broad spectrum anti-
Hintics or specific therapy based on sensitivity testing, FUO
pitients will be treated with empiric antibiotics tor 7 days and
then managed according to their status (tebrile/atebrile) . Group
[T1 (Evaluation and Treatment ot the Gramilocytopenic Patient
UColonized with Funjgid atter 7 days of KGC will be randomized to
recelve amphotericin or not receive amphotericin.,

PROGRRE RS

(80 07 = 33 1J9) Ny entries at MAMC




hites Pots 279701 - Evaluation ol jjuman Lymphoblastord [nter -
teron and Poly T:C (sStabilized with Poly-L-lLysine ana
Carboxymethyl Cellulose [Poly(ICLC)T ) 1n the Treatinent
of Acute Myelocytic Leukemia, CLL, and Varioas Solid
Tumors, Phase [1.

PRINCTIPAL INVHSTIGATOR: MAJ Aller. R. Potter, MO

*
PROFESSTONAL ASSISTANTS: UIC Charlene P, Holt, MO
LT Alan D, Mease, MU
WORKN UNLET N 50757
TECHNLCAL OBJIECTIVES
Tor detoerminee the therapeut 1o et fre ey of human Lyophoblastord
intoerferon el s=tabilized polyribDolnosinie aoid-poiyrihocyt i~
fylic acid (polyTCLOT)Y 1n patients with acute mieed oyt oo
Teakemia (whse are in thelr tirst bone marrow telapse anet have
receilved no proeviods tndactiron trextment tor thrs relapscel, i
and 10 paticeats with varicus solld tumors tn relapse, P
MFETHOD )
Patients »16 years with acute myelocytic loukenta who are in : 1

their tirst bone marrow relapse after having been treated with
standard drugs and who have not received any otier induct 1on
treatment tor this relapse are eligible, S:lid tumor patient s

in relapse are eligible as determined by the speclibic protoool
prinrity scheme tor that tumor type, Paticnts will be randomized

to receive either Tymphoblastord iaterteran or Poly(I1CLC) . An
vlopnare trial will consist of 4 mintmun ot one month ot troeatmenr |
A second month of induction with the same jent on the same schedod
41l be civen it marrow dmproves by day 30 trom My to My oin the case
b AMI, or o at, in the case of solid tumor patients, the disease {os
stable or tinprowved, In no case Wwill inducton continue beyond two
mont hy, Patients with stable or dmproving Jdisease at the ond of
two months will bHeejin 4 maintenance schedaio with the same agent
natients with rogqressive Jdisease at the emd ot one or two months
may, tt theltr condition permits, cross-—oveer Lo an induct taon o attempt
Wit the other pjent

PROGRER S

(20 06 - #4353 a9 Novoeentrresn b AAMO |




FLULE:  POB #79/03:  Phase 1 Study of 2'-Deoxycolarsy.an in
Acute Lymphoblastic Leukemild

PRINCIPAL INVESTIGATOR: MAT Allen R. Potter, MC

PROFESSTONAL ASSTISTANTS: 100 Charlene Py Holt, MO
e alan Do Medase, MO

WORK INT T N S0y

TRCHNICAL OBJECTIVES

To determine the therapeartic etticacy of 2'-deoxyoot srmyeon
(2'dCFragainst acute lymphoblastico leukemia retract ory to
standard agent=a; to Jdetermine the toxioity ot 2N 500 adarnistere
in v fixed losage schednle,

METHOD

Patients with a litfe expectancy ot at least 3 weebs wbhh have
cytalogreally documentod acute tymphoblastic leukeria n hone
MArrow aspirate ot Dilopsy specimen are eligible,  Pationts most
be proven refractory to thase conventional driags considered
active ajainst AlL. This protocol will investigate a cose ot
0.25 my/kyg 2'dCF jiven 1V daily for 3 consecutive days. FEach
patient will receive at least 2 courses of 2'dCF (toxiclty per-
mitting). The seoond course otr 2'dCk will be given 14 days
tallowing the 1nitial treatment ., 1f there 1s no evidence of
Improvemosnt on day 28 tne patient will be removed trom the study.
Patients who have achieved either a complete or partial response
atter the second course will continue to receive treatment on
this protocol until! M3 marrow status occurs., Upon entrance to
the protocol, cell surtface marker studies will he obtained on
the lymphoblasts trom eack patient. The ALL patients will be
treated and analyzed separately according to whether they have

T cell H»r non=T cell AlLL,

PROGRESS

(A0 R = 33 049 No o ontrires gt MaMe

STATUS: (1)
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= Ml e s i i

SWO TR0 .
Adrtamy o,
tor Patilents

T Atjuvant
and Mito
with Lo
PRINCIPAL

ENVESTIGATOR COL,

PROFESSTONAL ASSISTANTS @

Chemotherapy with S—-Fluoroursctid,
my cin=C {FAM) v Sangery Alonee
caliy Advanced astric Adenocarcinoma

Friedrich H.

~tutz,

M

LTC James F. Congdon, MO

LIC Trwin B, Diabe,
WORK UNLT Nog o 7474
TECHNICAL OBJECTIVE
To determine the eftficacy ot adjuvant chemorherap, with FAM
an the disease-tree interval and survival of patilents with
UM stage-groups [y, Te, 11 and 111 gastric adenocarcinona
compared to potentially curative surgery alone,
METHOD !

. . . . !
Patient Fligibility: patrents must have TNM stage—groapy 1, '
[¢, 10, or [II gastric adenocarcinoma and noy nloroascopic o
jross residual postoperatively; no prior chemo- or radiother ipy;
no medical contraindications to chemotherapy with FAM; seruam
bilirabin <2.,0 my /100 ml; SGOT and sGPT less than three ' imes
the uppaer timit ot normal values; creatinine Slearance »75 oo minag
BN <25 w4 serun creatinine 105 mg%; WBC - 4,000; and platelsts

S100, 000,

Preatasnt:  Atter surgery, patients witl e randomized o
elther Treatment 1 (no r cther therapy) ot Treatment 2.
FAM - 5=-FU, 600 myg/M2 days 1 & B, 29 & 36

1iriamycin, 30 my /M2 IV odays 1 & 29

mitomycin-C, 10 mg«’M2 v day 1
Aotoetal ot 6 courses, one every B oweeks, will oo administered,
Att.r 12 months, the active thorapy phase 1s completoed,  The
pattent will be tollowed ot six month intervals tor tlve years
it remission continues,

PROGERSS
[ TS W B SR & RN I NGy it ries b MAMO .,
by e SRR




IITLE:  sSWot 7308, Combrination Modality Treatment tor Stages
[17 and 1V Hodygkin's Disease, MOPP #6

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSTONAL ASSTSTANTS: LTC James b. Congdon, MC
LTC Trwin B, Dabe, MC

WORK CINT T NG 7347

TECHNICAL OBJECTIVE

o attempt o increase the complete remission rate induced with
MOP-BAP (nircrogen mnstard, vincristine, procarbaziane, prednisone,
aijriamycin, ani bleomycin) alone utilizing involved tield radin-
therapy 1n patilents with Stages II11 and IV Hodgkin's disease
achieving partial remission at the end of 6 cycles; and to deter-
mine 1t immunotherapy maintenance witn levamisole r consolidatinn
witn low dnse involved tield radiotherapy will produce significantly
longer remission Jdurations over a no turther treatinent group when
complete remission has been induced with 6 cycles of MOP-BAP in
Stajes THE x [V Hodgkan's,

METHOD

Patients (>15 yrs) must tave histologic diagnosts ot Hodgkin's
disease; no prior chemotherapy. Patlents with a history of Conges-
tive heart tailure, valvular heart disecase, or serious obstrictive
worestrictive pulmonary disease will be excluded,

Treatment l:  Normal miavrow patients will receive 6 cy-oles of MOP-RAR,
Treatment 2: Imparied bone marrow patlents will receive 6 cycles of
T MOP-BAP with dose modifications,

Complete remission (CR) patients with prior radiotherapy will be
randomized between Treatment 3 (no treatment) and Treastment 4
{levamisole) . CR patients without prior radiotherapy will receive
Treatment 5 (radiotherapy ), Partial remission (PR) pitients without
orior radiotherapy or residus  hone marrow involvement will receive
Treatment 6 (radiotherapy). PR patients with prior radiotherapy v
rhose with resitdual bone marrow involvement will receive Treatment

7 (4 additional cycles of MOP-BAP; after 10 total cycles of MOpP-RAV,
patient will continue study on MOPBAP therapy at Jhe discretion

of the i1nvestigat »»,

PROGRESS
(82 10 -~ 83 99 No»b ety jen 1o By 83, Fhree Hationt < enteroed
in previous years rematn in complote remlssion 29, 4, ad g

months atter diagnosis,  The Couarth pattent hat a e renss
1A months attor diagnoasis,
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TITLH:  SWOG 7823/24/25/26: ROAD-AJOAP in Acute J.eukemia,
Phase II1

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B, Dabe, MC

WORK UNIT NO: 79/02

TECHNICAL OBJECTIVE

To compare the efficacy of the 4-drug combination chemotherapy
regimen, ROAP (Rubidazone, Vincristine, Arabinosyl Cytosine, and
Prednisone) to AdOAP (the same combination using Adriamycin in
place of Rubidazone) in adult acute leukemia, as determined by
remissic : duration and survival; to determine the comparative
toxicity of these regimens; to determine whether late intensifica-
tion iherapy at 9 months after complete remission will improve
long-term, disease free survival; to determine whether immuno-
therapy using Levamisole for 6 months after 12 months of complete
remission on chemotherapy improves disease~free survival: to
determine the effects of intrathecal Ara-C on the incidence of
CNS leukemia; to determine reproducibility of the FAB/histologic
classification and correlation to response to therapy in 200
consecutive cases of acute leukemia; and to study the effects of
intensive supportive care in the management of acute leukemia.

METHOD

For remission induction, Group A will receive ROAP and Group B {
will receive AdOAP. when leukemic cells are no longer visible

in the bone marrow, consolidation therapy will begin with one-

half the patients receiving RAOP in reduced dosage. The other
one-half will receive AdOAP with the addition of cytosine arab-
inoside in the spinal fluid at weekly intervals for 8 weeks., If

a complete remission persists, maintenance therapy will be given
consisting of vincristine, cytosine arabinoside, and prednisone

for 5 days at monthly intervals for 9 months., One half of these
patients will then receive late intensification therapy consisting
of a combination of vincristine, prednisone, and methotrexate plus
6-mercaptopurine for 5 days. The other one-half will receive

3 additional months of maintenance therapy, at which time all
patients will be randomized into one group receiving no further
treatment and another group receiving levamisole for 2 days of each
week for & months.

PROGRESS

(82 10 - 83 09) No new entries at MAMC. Of five patients v
entered in previous years, three died after partial response

and two have been lost to follow-up.
STATUS (0)
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TITLE: SWOG 7827: Combined Modality Therapy for Breast Carcinoma,
Phase III

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Conydon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 79/96

TECHNICAL OBJECTIVE

To compare the disease-free interval and recurrence rates in:

(1) estrogen receptor positive premenopausal patients with

Stage II disease using combination chemotherapy alone vs combina-
tion chemotherapy and oophorectomy; (2) estrogen receptor positive
postmenopausal patients with Stage II disease using combination
chemotherapy plus tamoxifen vs tamoxifen alone vs combination

chemotherapy alone; (3) estrogen receptor negative patients with ‘e
Stage 11 disease using one vs two years of combination chemotherapy; :'1
and to compare the effect of the various adjunctive therapy »
programs upon survival patterns and to correlate the estrogen (%
3

receptor status with disease-free interval and survival.
METHOD

Patients with a histologically proven diagnosis of breast cancer
(stage II or Stage ITI) with one or more pathologically involved
axillary nodes will receive one of the following treatments:
(CMFVP = cyclophosphamide, methotrexate, 5-fluorouracil,
vincristine, and prednisone):
(1) CMFVP for 1 yr ~ pre or postmenopausal ER~ patients.
(2) CMFVP for 2 yr - pre or postmenopausal ER-~ patients,
(3) CMFVP for 1 yr - premenopausal ER+ patients, i
(4 Oophorectomy + CMFVP - premenopausal ER+ patients.

(r Tamoxifen alone for 1 yr - postmenopausal ER+ patients.
{ CMFVP for 1 yr - postmenopausal ER+ patients.
{ Tamoxifen + CMFVP for 1 yr - postmenopausal ER+ patients.

Patients undergoing segmental mastectomy (lumpectomy) will
receive 6 wks of radiation therapy in addition to the treatment
they are randomized to receive,

PROGRESS

(82 10 - 83 09) Two new patients were entered in FY 83 for

a total of 16 entries. These 16 patients received various
treatments according to their ER and menopausal status. Of the
16 patients, 11 are alive and well without evidence of recurrent
breast cancer. Four patients are doing well on alternative
treatments after they had a recurrence, and one patient is dead
of aggressive, rapidly progressive, widely metastatic breast
cancer,

STATUS: (0O)
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TITLE: SWOG 7916: Phase II Evaluation of Gallium Nitrate in
Metastatic Urological Malignancies: Testicular, Bladder,
Prostate, and Kidney

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 80/23

TECHNICAL OBJECTIVES

To determine the efficacy of gallium nitrate as determined by
response and survival in patients with metastatic urological
malignancies which include: testicular, bladder, prostate,
and kidney; who have failed on higher priority treatment.

METHOD

Patients are eligible who are not candidates for studies of

higher priority and who have histologically proven incurable
advanced metastatic testicular carcinoma, bladder carcinoma,
prostate or kidney carcinoma. Patients should not have had

more than two previous types of combination or single agent

chemotherapy trials.

All patients will be treated at a dose of 700 my/m2 given

as a 30 minute IV infusion in 200 ml of normal saline. Course
will be repeated every two weeks if blood counts, and liver
and renal functions permit. An adequate trial will consist of
two courses of therapy.

PROGRESS

(80 02 - 83 09) Study is now open only to bladder patients.
No entries at MAMC.

STATUS: (0)
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TITLE: SWOG 7924: Multimodal Therapy for Limited Small Cell
Carcinoma of the Lung, Phase III

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 80/26

TECHNICAL OBJECTIVES

To determine the efficacy of sequentially alternating mutually
noncross~-resistant, multidrug regimens in remission induction
and intensification therapy in patients with limited small cell
lung carcinoma; to determine the value of chest radiotherapy
added to intensive systemic chemotherapy in reducing chest
recurrences and in improvement of survival; to determine the
relative efficacy and toxicity of low-dose, extensive chest
radiation when used in close chronologic sequence with systemic
multiagent chemotherapeutic regimens; to determine whether
radiotherapy ports should be set according to tumor size prior
to or after induction chemotherapy; and to determine the value
of combined systemic chemotherapy and radiotherapy in the control
of bulky chest disease.

METHOD

Patients with histologically or cytologically confirmed small

cell carcinoma of the lung are eligible. Patients will be

treated for 8 weeks with combination chemotherapy of methotrexate,
vincristine, vP-16, adriamycin, and cyclophosphamide. Following
the completion of induction chemotherapy, patients will be treated
as follows: (1) Complete remission: patients will be randomized
to receive either chest and whole brain radiotherapy followed by
chemotherapy or whole brain radiotherapy alone followed by chemo-
therapy. (2) Partial remission or stabilized disease: patients
will be randomized to receive either extended field and whole
brain radiotherapy followed by chemotherapy or involved field

and whole brain radiotherapy follcocwed by chemotherapy. Patients
with progressive disease after induction chemotherapy will go

off study.

PROGRESS

{82 10 - 83 09) No new entries at MAMC in FY 83, None of the
seven patients entered in previous years survived. However,
significant prolongation of life was noted when compared to
historical controls. Small cell carcinoma of the lung is a very
aggressive cancer and ultimately fatal.

STATUS: (C)




TITLE: SWOG 7927/28: Chemotherapy for Multiple Myeloma,
Phase IIT

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 80/27

TECHNICAL OBJECTIVES

To compare the effectiveness of four different drug combinations
for remission induction in previously untreated patients with
nultiple myeluna; and, for patients with a 75% tumor reduction,
to evaluate the role of 12 months of chemotherapy maintenance
with vincristine, cyclophosphamide, and prednisone vs these
drugs plus levamisole, when compared with previous experiences.

METHOD

Patients previously untreated with chemotherapy (except prednisone)
with a diagnosis of multiple myeloma, Stages I, II, or I1I, will be
eligible for the study. Patients will receive remission induction
treatment with one of the following: (1) vincristine, melphalan,
cyclophosphamide, and prednisone (VMCP) for 3 courses followed

by vincristine, BCNU, adriamycin, and prednisone (VBAP) for 3
courses, every 3 weeks; (2) VMCP for 3 courses followed by VBAP
for 3 courses every 3 weeks plus levamisole; (3) vincristine,
cyclophosphamide, and prednisone (VCP) every 3 weeks; or (4) VCP
every 3 weeks plus levamisole. Treatment will continue on all
regimens for a minimum of 6 months, until a 75% tumor reduction
has occurred, but no longer than 18 months in the absence of
remission, Patients who are responsive to remission induction
with Treatments 1 or 3 will receive maintenance treatmeznt with
VCP. Patients responsive to induction therapy with Treatments

2 or 4 will receive maintenance treatment with VCP plus lavam-
isole. Treatment cycles are repeated at 21 day intervals for 12
months provided the absolute granulocyte count is at least 1,000
and the platelet count is at least 80,000.

PROGRESS

(82 10 - 83 09) No new entries in FY 83. One patient was entered
in FY 81 and was treated for 7 months with some disease stabil-
ization before subsequent progression of disease and death, One
patient was entered in FY 82 and treated for 8 months before
subsequent progression of disease and death.

STATUS: (C)
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TITLE: SWOG 7958: Evaluation of m~AMSA in Metastatic or Recurrent
Epithelial Carcinoma of the Female Genital Tract, Phase I1I

PRINCIPAL INVESTIGATOR: COL Ffriedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, M(C
LTC Irwin B. Dabe, MC

WORK UNIT NO: 80/37

TECHNICAL OBJECTIVES

To determine the antitumor activity of AMSA in patint with
metastatic or recurrent epithelial carcinomas of the ovary,
endometrium, cervix, vagina, or vulva who have failed on higher
priority treatment protocols; and to determine the nature and
degree of toxicity of AMSA in patients treated by the split-
course three-day schedule,

METHOD

Patients are eligible who have a histologically proven diagnosis
of incurable advanced metastatic or recurrent epithelial carci-
noma of the ovary, endometrium, cervix, vagina, or vulva.

The patients will be divided into two treatment groups; good

risk patients and poor risk patients. All patients will be
treated by a split dose, 3~-day schedule. Dose for good risk:

40 mg/M2/day, 1V, for three days. Dose for poor risk: 30 mg/M2/
day, IV, for three days. Total daily dose will be dissolved in
250~500 ml of D/W and given IV over one hour, Repeat courses of
AMSA will be given at 21 day intervals. 1In the event that myelo-
suppression persists at day 21, biweekly WBC and platelet counts
will be done and subsequent courses of AMSA will be given only
when there is bone marrow recovery.

PROGRESS

(82 10 - 83 09) No new patients in FY 83. The one patient

, entered previously had an unusually long good partial regression

{ of her metastatic ovarian cancer. She experienced pain in the
veins proximal to the infusion requiring placement of a Hickman
catheter. This eliminated the problem and the patient was able
to continue her treatment until the tumor progressed.

STATUS: (C)




TITLE: SWOG 7984: The Treatment of Chronic Stage CML with
Pulse, Intermittent Busulfan Therapy with or without
Oral Vitamin-A, Phase III

PRINCIPAL INVESTIGATOR: LTC Irwin B. Dabe, MC

PROFESSIONAL ASSISTANTS: COL F. H. Stutz, MC
MAJ Lauren K. Coiman, MC

WORK UNIT NO: 81/80

TECHNICAL OBJECTIVES

To determine the efficacy of standard pulse, intermittent
busul fan therapy plus oral vitamin A in prolonging the chronic
phase of CML, and hence in prolonging survival,

METHOD

Patients with a diagnosis of chronic stage CML for one year or
less with no prior therapy are eligible., Patients will be
stratified into those who had a splenectomy and those who did
not. Randomization will be to busulfan alone or busulfan plus
oral vitamin A. Stratification is also by age, <20 or >20 years,
Treatment will continue for as long as the patient responds to
the treatment and does not have unacceptable toxicity.

PROGRESS

(31 05 - 83 09) No entries at MAMC,

STATUS: (0)
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TITLE: SWOG 7990: Intergroup Testicular Study

PRINCIPAL INVESTIGATOR: COL ¥Friedrich H., Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Conygdon, MC
LTC Irwin Dabe, MC

WORK UNIT NO: 80/33

TECHNICAL OBJECTIVES

To compare the disease-free survival and overall survival for surgery
alone {(with chemotherapy for relapsers) vs surgery plus early adjuvant
chemotherapy in patients with resectable Stage II testicular cancer;
to register and follow patients with nonseminoma, nonchoriocarcinoma
Stage I testicular cancer to define prognostic variables which may
predict recurrence in this stage group; to define the difference in
disease~-free rates and patterns of recurrence, based upon histologic
subtypes and extent of disease on initial presentation; to evaluate
the role of marker substances such as HCG, alpha-fetoprotein, and
lactic dehydrogenase in the early detection and management of recur-
rence in patients with Stage I and Stage II testicular carcinoma;

to evaluate the accuracy of lymphangiograms, CAT scans, and ultrasound
studies for staging of retroperitoneal nodal involvement,

METHOD

Patients with histologically confirmed carcinoma (not pure seminoma
or choriocarcinoma) of the testis Stage I or Stage II who have had
an orchiectomy will be eligible., Patients will underyo bipedal
lymphangiogram with the intent of retroperitoneal node dissection.
Serum markers will be obtained orchiectomy and must be obtained
prior to lymphadenectomy and one to two weeks after. If at two
weeks any marker is positive but fallinyg, markers will be repeated
at 3-4 weeks and the 4-week value must be normal or serial
determinations must be declining with time at a rate predicted by
the known serum halflife of the marker. Entry will be at 2-4 weeks
postoperatively. Stage I patients will be followed routinely and
tumor markers should be negative 4 weeks postop. Staye Il unresect-
able patients are not eligible. Stage Il resectable patients will
be treated in two treatment groups. Group [: no adjuvant chemo-
therapy with monthly follow-up until recurrence. sroup II: adjuvant
chemotherapy with vinblastine, bleomycin, and cis-platinum., Stayges
I and 11 who were originally randomized to the follow-up group and
Stage 11 relapsing atter chemotherapy will be further treated with

: vinblastine, bleomycin, and cis-platinum. Patients in complete or
partial remission or showing improvement after relapse induction
will receive maintenance treatment with vinblastine, repeated every
4 weeks until complete remissions have received 104 weeks of therapy
and partial remissions and improvements may continue indefinitely.
All other patients will yo oft study.

PROGRESS
- (80 02 - 83 0Y) No entries at MAMC.

STATUS: (0O)
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TITLE: SWOG 8012: Treatment for Advanced Adenocarcinoma and Large
Cell Carcinoma of the Lung: FOMi vs. CAP vs, FOMi/CAP,
Phase 111[

PRINCIPAL INVESTIGATOR: COl, Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Archie W. Brown, MC
[.LTC Irwin B. Dabe, MC

WORK UNIT: 81/21

TECHNICAL OBJECTIVES

To evaluate by pairwise comparison the response rate, duration of
response, and survival of three regimes, FOMi, CAP, and FOMi/CAP,
in patients with advanced (TMN Stage 1II M) adenocarcinoma and
large cell undifferentiated carcinoma of the lunyg; to evaluate the
degree of non-cross resistance of FOMi in CAP failures and of CAP
on FOMi failures; to compare the toxicities and side effects of
FOMi and CAP.

METHOD

Patients with histologically confirmed diagnosis of adenocarcinoma
of the lung or large cell undifferentiated carcinoma of the lung
will be eligible for this protocol., Alveolar cell carcinoma
ratients will also be eligible but will be treated under the FOMi
arm only. Patients with metastatic disease (TNM Stage III M;) are
eligible., This excludes patients who have metastases only to ipsi-
lateral hilar nodes (Ny) and/or mediastinal nodes (N;). Patients
whose disease can be encompassed within a single radiation port

are not eligible, Prior chemotherapy patients are ineligible; how-
ever prior radiation therapy is acceptable as long as the patient
has measurable disease outside the radiation field. Patients with
brain metastases are eligible and can receive concomitant radiation
to the brain. Patients will be stratified prior to randomization
by cell type, performance status, presence or absence of bone
metastasis. Randomization is to Arm I (FOMi) and Arm 2 (CAP) and
an alternating regimen (Arm 3) utilizing FOMi and CAP as described
in the protocol. 1If the patients on Arm 3 (alternating FOMi/CAP)
relapse on FOMi, CAP will be continued and FOMi discontinued.

If there is a relapse on CAP, FOMi will be continued as a single
arm. Patients will be treated for as long as the disease remains
stable or regresses. Other reasons for discontinuation of the
protocol are patient refusal or intolerable side effects.

PROGRESS
(82 10 - 83 09) No new entries at MAMC in FY 83, sSeven subjects

had previously been entered. All patients expired with the
longest response beiny 5 months.

STATUS ¢ (C)
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TITLE: SWOG 38015: Evaluation of 'lwo Combination Chemotherapy
Programs, Adriamycin and Cis-Platinum (AP) versus
Adriamycin, Cis-Platinum plus VP 16-213 (VAP), in the
Treatment ot Extensive sSquamous Cell Carcinoma of the
Luny, Phase I1I1

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LLTC Archie W. Brown, MC
LTC lrwin B. Dabe, MC

WORK UNIT: 81/22

TECHNICAL OBJECTIVES

To determine the activity, in terms of response rate, remission
duration, and survival in patients with extensive squamous cell
(epidermoid) carcinoma of the lung, for two combination chemo-
therapy programs; Adriamycin and Cis-platinum (AP) versus VP 16-
213, Adriamycin and Cisplatinum (VAP); to evaluate the relative
toxicities of these respective reyimens; to assess the feasibility
and reliance of applying "measurable versus evaluable" criteria

of tumor regression in determining therapeutical response; to
correlate tumor yrade with response and survival.

METHOD

Patients with extensive squamous cell (epidermoid) lunyg cancer
which has spread beyond the hemithorax and ipsilateral scalene,
supraclavicular and mediastinal lymph nodes, eguivalent with TNM
Stage [II class M| or with any T »r N other than mediastinal, supra-
clavicular scalene node involvement, or patients with evidence of
disease beyond the confines of a single radiation therapy port are
eligible. Patients who were initially treated with radiation but
failed and have a measurable lesion are eligible as well., Patients
with prior chemo or immunotherapy are not eligible. Patients must
have pathologic proof ot squamous cell carcinoma of the lung and

a measurable lesion, Patients must meet other criteria as well

as outlined in the protocol, Patients will be stratified to good
risk and poor risk patients. They will be randomized to treatment
with adriamycin/platinum ov VP lé/adriamycin/platinum and followed
on treatment. Reasons for removal from the protocol are patient
refusal and intolerable side etfects.

PROGRESS

(82 10 - 83 09) One patient was entered in FY 83, He was treated
tnr two months and expired from progression of disease two weeks
post-treatment . Severe neutropenia and moderate thrombocytopenia
were noted as adverse side effects, oOne patient was entered
during FY 82, but was remnved because the pathology review did

not bear out the diajnosis ot sgquamous cell carcinoma.,

STATUS: (C)
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TITLE: SWOG 8017: 5-FU, Adr . amycin, Streptozotocin, and
Cyclophosphamide (FAC-S) in the Treatment of Metastatic
Carcinoid Tumors, Phase 11

PRINCIPAL INVESTIGATOR: MAJ Alfred H. Chan, MC

PROFESSIONAL ASSISTANTS: Cob rFriedrich H, Stutz, MC
LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC
[ MAJ Lauren K. Colman, MC
{ MAJ Howard Davidson,
MAJ Thomas M. Baker, N

WORK UNIT NO: 82/11

TECHNICAL OBJECTIVE

To determine whether combination chemotherapy employing
5-Fluorouracil, is eftective in the management of metastatic
carcinold; to study the duration of survival of patients with
metastatic carcinoid tumor treated with combination chemotherapy
regimens; to provide further information concerning the response
and/or survival of patients with metastatic carcinoid orginating
in difterent sites and having different metastatic patterns.

METHOD

All patients evcept those with cardiac disease will receive the
combination of 5-¥U, cyclophosphamide, adriamycin, and streptozo-
tocin., Patients will be divided into good and poor risk groups
with medication adjusted accordingly. Courses will be repeated
at 28 day 1intervals as tolerated. Patients with carcinoid or
other varieties of cardiac disease will not receive adriamycin.
An adequate trial is considered two courses,

PROGRESS

(82 10 - 83 09) No new entries at MAMC In FY 83. One patient
antered on study during FY 82 and expired after failing to respond
after two courses of treatment.

STATUS ¢ (0) k
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TITLE:  SNOG 8020: Adriamycin + VbP-l6 v " ... ., 10 Alone an
Advanced Adenocarcinoma of e Bre st , pPhase [l
PRINCLIPAL TN 8T 1GATORS COL Friedrich #H. Stutz, MO

PROFESSTONAL ASSISTANTS: L1C Archie W, Brown, MC
LTC Trwin 8., Dabe, MC

WORK UNLT: 31723

TECHNICAL OBJECTIVES

To determine the efficacy of the Adrianycin and VP-16 combination
in the treatment ~f previously treated patients with disscninated

breast cancer, as determined by response rate, comparc:d with
Adriamycin alone; and to determine the length of the remiesion
on VP-16 maintenance after an adriamycin/VP-16 regimen,

METHOD

Patients with nistologically proven breast cancer, stage 4, with
measurable lesions who have previously become resistant to CMFVP
will be eligible. They will be stratified by ER receptor status,
ER positive, FER negative, or ER unknown. Patients with current
congestive heart fallure cr prior adriamycin treatment are not
eligible. Prior radiation, hormonal, or chemotherapy may be
permitted; however, four weeks must have elapsed since prior
hormonal therapy and two weeks since radiation or chemotherapy
was administered. Patients must have recovered from previous
treatment toxicities with evidence ot hematologic recovery.
These will be stratitied into good and poor risk patients and
randomized between adriamycin plus VP 16 (Arm 1) and adriamycin
alone [(Arm 2). Treatiment will be given for as long as the
disease remains stable or redgresses and for as lonyg as the
patient talerates the chemotherapy.

PROGRESS

(82 10 = 83 09) No new entries at MAMC 1n FY 83. Two patients
were previously entered. one had a partial response ftor two
months with Jdeath one month atter relapse and the second refused
treatment atter one dose vei expired three months later,

STATUS : (C)
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CITLE:  SWOG 8025: Combination Chemotherapy for Chronic
Lymphocytic feukemia, Phase 1
PRINCIPAL INVESTIGATOR: LTC frwia B, babe, MC e

PROFESSITONAL ASSISTANTS: COL Friedrich H, Stutz, MC
MAJ Lauren K. Colman, MO

WORK UNIT: 41/81

TECHNICAL OBJECTIVES

To determine the response rate and auration of remission in
patients with CLL treated with combination chemotherapy con-
sisting of prednisone, vincristine, cytosine arabinoside,
Cytoxan, and adriamycin; to correlate parameters obtailned

in th= clinical, pathnlogical, and immunological staging with
response to treatment; to determine the eftect of stopping
chemotherapy atter patients have achieved a complete remission
olus 2 consolidation courses, in order to detine a cured or
stabilized traction of patients.

METHOD

Patlents with chronic lymphocytic leukemia fulfilling the
criteria as outlined by the Rai classification of CLL (all
stages) are eligible for this protocol. Patients who have i
Deen treated previously with a single alkylating aygent are :
eliginvle but will be analyzed separately Patients may not

nave recelved prior adriamycin or Ara-C; however, patients

previously treated with radiation therapy alone are eligible,

and these patients will also be analyzed separately. The

protocol consists of Arm I which is applicable to Rai Class-

ification, staygyes 1 and 2, which is registration only (no

treatment) with careful documentation of the progression of

the disease; and Arm II, Ria Classification 3-4, consisting of

chemotherapy with a combination of prednisone, Oncovin, Ara-C,
cyclophosphamide, and hydroxyduanorubicin (adriamycin).

Treatment will continue for as long as the patient reponds on

Arm II., Patients on Arm I at the time of progression to stage

3 nr 4 will be eligible for treatment on the same combination

chemotherapy reyimen. Patients will be followed indefinitely

or until death.

PROGRESS
(81 05 - 83 09) No patients registered on protocol at MAMC,

Nationally, accrual has been slow with a significant morbidity
and mortality rate assocliated with the therapy.

STATUS: (O}
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TITLE: SWOG 8030: Evaluation of DHAD 1n Advanced squamous Cell
Carcinoma of the Head and Neck, Phase 11

PRINCIPAL INVESTIGATOR: COL Priedrich H, Stutz, MC

PROFESSTONAL ASSISTANTS: LTC Archie W. Brown, ™M(
LTC Irwin 3. Dabe, MC

,‘ WORK UNIT: 31/46

TECHNICAL OBJECTIVES

To determine the response rate and remission duration in patients
with advanced squamous cell carcinoma of the head and neck treated
with DHAD used in a single dose every-three-week schedule; to
define further the gualitative and quantitative toxiclties of DHAD.

METHOD

Patients with 1 istclogically confirmed diagnosis of squamous cell
carcinoma of tne neck or adenoid cystic carcinoma of the head and
neck with measurable disease are eligible if they have become
resistant to standard chemotherapy. Only patients with advanced
disease not ammenable to surygery or radiation are e¢ligible. All
patients must have measurable disease and have recovered from
toxicities of previous therapies. Patients will pe stratified
according to prior chemotherapy or no prior chemotherapy and then
will be treated with DHAD without randomization (12 myg/M2 IV
infusion in 100 cc D5W over 30 minutes, repeated every three
weeks). Treatment will continue for as long as the tumor remains
stable or shrinks. Treatment will be discontinued if the tumor
progresses, if intolerable side effects occur, or if the patient
refuses further treatment.

PROGRESS

(81 02 - 83 09) No patients registered on this protocol.

STATUS: (0)
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TITLE:  SWOG #031:  Evaluation ot DHAD in Retractory Multiple
Myeloma, Phase 11

PRINCIPAL INVESTIGATOR: COL Friedrich H, Stutz, MC

PROFESSTONAL ASSISTANTS: LTC Irwin B, Dabe, MC
MAJ Lauren K. Colman, MC

|
¢

WORK UNIT: 31/83

TECHNICAL OBJECTIVES

To determine the response rate and response duration of patients
with refractory multiple myeloma treated with dihydroxyanthra-
cenedione (DHAD) used in a single dose every-three-week schedule;
to detine the qualitative and guantitative toxicities of DHAD
administered in a Phase II study.

- Lmoa _s.... N

METHOD

Patients with multiple myeloma retractory to standard treatment
or protocols ot higher priority are eligible tor this protocol.
Patients must have clearly measurable myeloma protein levels to
be eligible. These patients must also meet other criteria as
outlined in the protocol, Stratification will be done according
to response to prior treatment and prior treatment with adriamycin,
Initial dose is 9 mg/M2 given as an IV infusion in 100 cc of DgW
over 30 minutes and repeated every 3 weeks, Treatment continueées
tor as lonyg as tumor remains stable or 1s improving. Patient
refusal of further treatment and intolerable toxicity will cause
liscontinuation of the patient on the protocol,

PROGRESS

{31 05 - 83 09) No patients registered on this protocol at MAMC

STATIS . ()
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TITLE: SWOG 8037: Combined Therapies for Sguamous Cell Cancer
of the Esophagus, Phase I1

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

PROFESSTIONAL ASSISTANTS: COL triedrich H, Stutz, MC
LTC [rwin B. Dabe, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC
MAJ Thomas M, Baker, MC

WORK UNIT NO: 82/69

TECHNICAL OBJECTIVE

To determine the feasibility and toxicity of combined radiotherapy
and chemotherapy with S-fluorouracil (5-FU) and cis-platinum
followed by surgery in patients with epidermoid carcinoma of the
middle or distal esophagus; to determine the time to local or
distant progression in patients treated by these three combined
modalities; to determine the suarvival of patients treated by

these three combined modalities; and to determine the response
rate by clinical and patholoygical staging at the time of surgery.

METHOD

After metastatic survey testing to determine that the patient has
localized disease, the patient will be started on a simultaneous
combination of chemotherapy and radiotherapy. The chemotherapy
will consist of cis-platinum given through the side tubing of a
freely running IV line over 2 hours followed by 5-FU given through
a freely running 1V by continuous infusion for 4 days. The
patient will then be given a 4-week rest period and a similar
chemotherapy regimen will be repeated. The exact dose of each
chemotherapy agent will be determined by the patient's height and
body weight., Simultaneous with the start of the chemotherapy,
the patient will receive external beam radiation therapy to the
esophagus in the region of the tumor. Approximately 2 weeks
after the completion of the radiation and two courses of chemo-
therapy, the patient will be taken to surgery for definitive
resection of the tumor, This will be followed by an anastomosis
of the proximal remaining esophagus to the stomach.

PROGRESS

(82 09 - 83 09) No patients registered on this protocol at MAMC.

STATUS: (0O)




TITLE: SWOG 8038: Vinblastine in Advanced Ovarian Cancer,
Phase 11

PRINCIPAL INVESTIGATOR: COL Friedrich H., Stutz, MC

PROFESSTIONAL ASS1ISTANTS: COL Roger B, Lee, MC
LTC Trwin B, Dabe, MC

WORK UNIT: 81/72

TECHNICAL OBJECTIVES

To determine the response rate and remission duration with
intravenous therapy using Velban as a continuous infusion in
patients with advanced ovarian cancer; to define further the
qualitative and gquantitative toxicity of the continuous infusion
of Velban.

METHOD

1his is a Phase Il study using vinblastine inftfusion., Patients
with extensive epithelial ovarian tumors with measurable disease
are eligible. Patients must meet other criteria as outlined in
the protoceol. The Velban will be administered as a continuous
5-day infusion once every three weeks. This will be continued
as long as the tumor remains stable or shrinks., Treatment will
be discontinued for patient refusal of further treatment or
intolerable toxicity. Patients will be stratified according to
bilirubin, SGOT, and alkaline phosphotase status.

PROGRESS
(82 10 -~ 83 09) No new entries in FY 83. One patient registered

(FY 82) with stable disease for two months and later expired.
Patient had mild nausea, vomiting, and severe neutropenia.

STATUS : (0)




TITLE: SWOG 8040: Evaluation of Combination Chemotherapy (FAM-S)
vs a Phase II Drug in Pancreatic Adenocarcinoma, Phase II

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B, Dabe, MC
MAJ Lauren K. Colman, MC

WORK UNIT: 81/84

TECHNICAL OBJECTIVES

To determine the response rate and survival 1n patients with
advanced pancreatic adenocarcinoma treated with 5-FU, Adriamycin,
Mitomycin-~C, and Streptozotocin (FAM-S); to determine further

the toxicity of the FAM-S regimen; to determine the activity of

a Phase II drug in previously untreated patients with advanced
adenocarcinoma of the pancreas by determination of response

rate and duration of response and survival; to determine further
the toxicity of each Phase II agent,

METHOD

Patients with histologically confirmed adenocarcinoma of the
exocrine pancreas with distant metastasis (liver, peritoneum)

and those with localized disease not amenable to curative surgery
or radiotherapy are eligible., All patients must have objectively
measurable disease and have not received any prior chemotherapy
or radiation therapy. Patients must also meet other criteria as
outlined in the protocol. Patients will be stratified according
to biopsy only performed vs. palliative bypass procedures and
performance status. Subseguently, the patient will be randomized
to either a combination chemotherapy regimen consisting of 5-FU,
adriamycin, mitomycin, and streptozotocin or a Phase II agent
which will be changed periodically when sufficient patients are
accumulated on one arm, If the patient fails or has a response
and subsequently has increasing disease, a cross-over is recom-
mended. Patients on FAM-S will cross over to the Phase II agent
and vice versa. Chemotherapy will continue for as long as the
disease remains stable or the tumor is shrinking. Progressive
disease, patient refusal of further treatment, or intolerable
side effects are criteria for discontinuation of the protocol,

PROGRESS

{82 10 - 83 09) oOne patient has been entered (FY 83). This
patient received only one treatment course which had no effect on
the progression of her disease., She refused any further chemo-

therapy and later expired,

STATUS: (0)
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TITLF: SWOG 8043: Evaluation of DHAD in Pancreatic Adenocarcinoma,
Phase 11

PRINCIPAL INVESTIGATOR: COL Friedrich H, Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC

WORK UNIT: 81/86

TECHNICAL OBJECTIVES

To determine the antitumor activity of DHAD, as determined by
response rate and duration of response, used in a single dose
schedule every three weeks in patients with advanced adeno-
carcinoma of the pancreas; to determine additional information
concerning the nature and degree of toxicity of this drug.

METHOD
This protocol is an adjunct to SWOG 8040. In this protocol,
GBG is the Phase II Agent set forth in the master protocol;
therefore, the methods of the protocol will be the same as
for SWOG 80/40,

PROGRESS

(82 10 - 83 09) No new entries in FY 83. One patient was
entered in FY 82 with stable disease for five months while
on treatment. Severe neutropenia was noted as a side effect,

STATUS: (0)
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TITLE: SWOG 8049: Treatment of Resected, Poor Prognosis
Malignant Melanoma: Stage I1: Surgical Excision vs
Surgical Excision + Vitamin A

PRINCIPAL INVESTIGATOR: LrC James k. Congdon, MC

PROFESSTONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC lrwin B. Dabe, MC
MAJ Thomas M., Baker, MC
MAJ Alfred H. Chan, MC
MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC

WORK UNIT NO: 82/13

TECHNICAL OBJECTIVE

To determine the efficacy of surgical excision or surgical
excision plus vitamin A in preventing the recurrence of high
risk, Stage I malignant melanoma by determination of remission
or disease-free interval; to determine the immunocompetence of
patients with malignant melanoma and to determine the influence
of vitamin A upon that immunocompetence,

METHOD

Patients will be equally randomized between the two treat..ent
arms: vitamin A versus no further treatment. Patients will be
stratified by depth of invasion, sex, and type of surgery. Those
patients randomized to receive vitamin A will receive a dose of
100,000 1.,U. daily. Treatment will continue for 18 months,
Patients who receive no treatment will be followed until relapse
and removal from the study.

PROGRESS
(82 10 - 83 09) No new entries in FY 83, One patient entered

study the study in FY 82. At present, patient is in complete
remission and has been taken oft the study,

STATUS @ (0)




TITLE: SWOG 8US51: FEvaluation ot [.-Alanosine in Acute Leukemia,
Phase 11

PRINCIPAL INVESTIGATOR: LTC James . Congdon, MC

PROFESSIONAL ASSTISTANTS: COL Friedrich H. Stutz, MC
LTC I[rwin HB. Dabe, MC
MAJ Thomas M, Baker, MC
MAJ Alfred H. Chan, MC
MAJ Lauren K, Colman, MC
MAJ Howard bDavidson, MC

WORK UNIT NOs 82/53

5 TECHNICAL OBJECTIVE

To determine the antitwnor activity of L-Alanosine as determined
by response rate and duration of response 1n patients with acute
leukemia who are ineligible for higher priority studies and to
determine the nature and dedgree of toxicity of this drug.

METTHOD

This 1s a Phase [l clinical trial ot a new chemotherapy agent and

1s to be used in patients with acute leukemia who have not respon ted
to the standard forms of treatment, L-Alanosine has demonstratec
moderate activity against both acute lymphocytic leukemia cells «nd
acute myelogenous leukemia blast cells 1in cell culture work as well :
as a variety of laboratory animals. Tt has been tested in Phase |

clinical trials i1n human beings and 1ts toxicities, including

temporary myelosuppression, tewmporary nausea and vomiting, and

temporary gastro.ntestinal toxicity consisting mainly of stomatitis

and diarrhea, as well as a rare case of idiosyncratic anaphylactoid
reactions, have been recognized, The patients will have met a

number of pertormance and laboratory eligibility criteria.

[.-Alanosine will e administered through a freely running IV line

as a continuous 1nfusion for 5 consecutive days. Bone marrow

examinations will e performed at weekly intervals and, if the

bhone marrow blast count remains greater than 50% of the initial

count by 3 weeks, a second course will be given, The amount of

L-Alanosine will be determined by the patient's body surface area.

PROGRESS
(42 10 - 83 09) No new entries in FY 83. One patient entered
study FY 82 with documented disease progression after two cycles. }
% Patient dief ot acute leukemi. relapse two month ater. 1
.
; {

STATIS : ()
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TITLE: SWOG 8077: Combined Chemotherapy and Hormonal Therapy
for Recurrent or Disseminated ER+ Breast Cancer, PACT
vs ACT, Phase I1.

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

PROFESS[ONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B, Dabe, MC
MAJ Thomas M, Baker, MC
MAJ Alfred H. Chan, MC
MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC

WORK UNIT Nty 82’14

TECHNICAL OBJECTIVE

To determine the response rate of a combined chemo-hormonal
program in ER+ patients with metastatic breast cancer; to
determine if the addition ot prednisone will greatly increase
the response rate,

METHOD

[f rejular menstrual periods are present, oophorectomy will be
done tollowed within two weeks by chemotherapy. Twelve treat-
ments, one every four weeks, with adriamycin and cyclophosphamide
will be given., Half of the subjects will also receive prednisonc
immediately before each chemotherapy injection, After the first
12 treatments, medication will be adjusted because of the detri-
mental etfects of adriamycin when given for longer than 12 months,
and this regimen will be given once a month for 13 months. Those
patients whose ovaries have been removed will receive the same
regimens with the addition ot tamoxifen throughout the study.

PROGRESS

(81 11 - 83 79) No patients registered on study at MAMC.

STAT IS (T
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TITLE: SWOG 8092: Use of Human Tumor Cloning system t o sSelect
Chemotherapy for Patients with Ovarian Cancer Retractory
to Primary Therapy

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSTIONAL ASSISTANTS: COL Roger B, Lee, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 31/87

TECHNICAL OBJECTIVES

To utilize the human tumor cloning assay to select single agent
chemotherapy tor patients with epithelial-type ovarian cancer,
refractory to standard therapy; to determine if the human tumor
cloning system can be utilized to select the therapy of individual
patients in a cooperative group setting.

Patients with a pathologic diagnosis of epithelial-type ovar:ian
cancer in pleural or peritoneal fluid or with solid tumor are
eligible to have specimens sent to tumor cloning laboratories,
These specimens will be cultured and incubated with antineoplastic
agents to determine their sensitivity to these chemotherapeuatao
agents, In ovarian cancer resistant to standard treatment, treat-
ment recommendations will be made. All these patients should have
measurable disease. Other tumor specimens will be tested:; however,
no treatment recommendations will be made in these instances,
€specially when the patient was previously untreated wi'' chemo-
therapy. This is an ancillary study and involves treatment only
in patients with epithelial type ovarian cancer., This treatment
continues for as long as the patient responds, tolerates the
treatment, and continues to accept the investigational *reatment,

(82 10 - 83 09) No new entries at MAMC in FY 83, Two patients
entered; one in FY 81, the other in FY B2. There was no growth
from either patient's tumor. Both patients have expired since
that time.

STATUS @ (O)




TITLE: SWOG 8lUb: Bvaluation ot AZQ (Carbamic Acid) in Central
Nervous System Tumors, Phase 11

PRINCIPAL INVESTIGATOR: LTC James F. Congdon, MC

PROFESSTONAL ASSISTANTS: COL Friedrich H, Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Thomas M, Bdaker, MC
MAJ Alfred H., Chan, MC
MAJ Lauren K, Colman, MC
MAJ Howard Davidson, MC

WORK UNIT NO: 8239

TECHNICAL OBJECTIVE

To determine the etficacy of AZQ given by intermittent bolus
schedule in malignant jliomas by evaluation of response rate,
duration, and survival; to determine the qualitative and quan-
titative toxicities of AZQ) given by this schedule in a Phase 11
settinyg.

METHOD

This 1s a Phase I1 clinical trial of Aziridinylbenzoquinone (AZQ)
in patients with malignant, primary brain tumors who have not
completely responded to surgery and/or radiation therapy. AZQ

has demonstrated considerable effectiveness in controlling primary
brain neoplasms in a variety of laboratory animals. The drug has
been tested in Phase 1 trials in humans, and its toxicities,
including temporary marrow suppression, nausea, emesis, alopecia,
and stomatitis have been recognized. All patients in this study
will have met a number of performance and laboratory eligibility
criteria as listed in the protocol. AZQ will be administered
through the side tubing of a freely flowing IV line in an amount
determined by the patient's body surface area. The treatments
will be repeated at three week intervals, unless unusual toxicities
are encountered, for a minimum of two courses or until objective
evidence of disease progression is ascertained,

PROGRESS

(82 03 - 83 09) No patients registered at MAMC.

STATUS: M)
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TITLE:  SWOG 3107:  Mamdangement oot S L
Master Praotoss, ohog R
PRINCIPAL INVESTIGATOR: T Jame s s ey o, M

PROFESSIONAL ASSIsTANTS: Cob P, i, =statz, M
Lo Trwin 3, Dabee, M
MA.J Thomas M, taker , ™Mo
MAT Altred ., Croan, MO
MAJ Howard Davidson, MO
MAJ Timothy J. O'R arse, MO

WORK UNIT NO: 33/U5

TECHNICAL OBJECTIVE

To determine the eftectiveness of cranial irradiation given
~lectively in disseminated mclanoma patients with lung and/ov
liver metastasis to prevent or delay the clinical appearance ot
brain metastasis and to determine the eftficacy ot high intermit-
tent doses of cis-platinum with the use of 1V hydration and
mannitol diuresis in patients with advanced malignant melanoma
refractory to higher priority protocols,

|
METHOD ‘

This protocol employs some ot the newer kinetic concepts of
chemotherapy and radiation therapy. Patlents will be randomized
to receive 3000 rads of prophylactic whole braln radiation therapy
versus close observation tor the development of brain metastasis.
second randomization will be to one of three chemotherapy arms:

ARM 1 - DTIC and Actinomycin D.
ARM 2 - Cis-platinum, Velban and Bleomycin
ARM 3 - Cis-platinum

All chemotherapy adents will be given 1lntravenously once every
three weeks. Should there be objective evidence of disease
progression during the course of the study, the patient will be
crossed over to a treatment arm composed of drugs not used in
tnhe first treatment arm,

PROGRESS

(82 10 - 83 0Y9) No entries at MAMC.

STATHS: Q)
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[ITLE:  SWOG 8112: Comblnation Chemotherapy ot Untavorable
Histology Non-Hodgkin's Lymphoma with CHOP and VB,
Plriase [I11

PRINCIPAL INVESTIGATOR: Lre James K, Congdon, MC

PROFESSTONAL ASSISTANTS: COL Friedrich H., Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Thomas M., Baker, MC
MAJ Alfred H. Chan, MC
MAJ Lauren K. Colman, MC
' MAJ Howard Davidson, MC

NORK UNIT NO: 82759

TECHNICAL OBJECTIVE

To gain experience with a treatment program utilizing a combination
of two non-cross-resistant drug regimens in the treatment of

"poor prognosis" lymphomas; to determine an approximate complete
remission rate to the Cyclophosphamide, Adriamycin, Vincristine,
and Prednisone (CHOP)/Cis-platinum, Vinblastine, and RBleomycin
(CVB) treatment progyram prior to initiating a yroup wide Phase 111
study utilizing this program,

METHOD
Patients will initially receive 3 cycles ot CHOP chemotherapy,
which 1s the standard treatment tor poor prognosis lymphoma. 1In
addition, he will receive a small injection of intrathecal Metho-
trexate at the start of each new CHOP regimen., Ail of these :druys
have been used extensively in lymphowma patients and their response
rates and various toxicities are well known, All patients will
have met a number of pertormance and laboratory eligibility cri-
teria as outlined in the protocol. Most of these chemotherapy
agents will be administered through the side tubing of a treely
flowing IV line in an amount to be determined by the patient's
body surface area. One aygent, Prednisone, will be given by mouth
daily for 5 days at the start of each CHOP treatment regimen and
one final agent, Methotrexate, will be given directly into the
spinal cotumn via spinal tap. All patients will receive a minimum
of 6 cycles of combination, cross-over type chemotherapy which will
be given every 3 weeks unless unusual toxicities are encountered.

PROGRESS
(82 06 = 23 09) No patients registered on the protocol at MAMC,
Group-wide treatment with CHOP x 3 cycles, then CVB x 3, then

CHop x 3 was active and tolerable.

STATIS . )
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PIThE:  SwoG Alle: Evaluaation ot picantrene Hysdroohloride in
Retractory Lymphoma, Phase 11

PRINCLPAL INVESTIGATOR: LTC James B, Congdon, MC

PROFESSTONAL ASS1SUANTS: CoOL Friedrich H. Sttt oz, Mo
LTC Irwin B, habe, MC
MAJ Thomas M, Baker, ™0
MAJ Altred H. Chan, Mo
MAJ Lauren K, Colman, MC
MAJ Howard Davidson, ™MC

WORK UNIT NoO: 3274y

TECHNICAL OBJECTIVE

To determine the response rate and response duration of malignant
lympnoma treated with bLisantrene hydrochloride used 1n a single
dose, every-three-week schedule; to detine the qgqualitative and
juantitative toxicities of bhisantrene administered in a Phase 11

St iy .

METHOD

This 1s 1 Phase IT clinical trial ot a new chemotherapy agent,

nDisantrene hydrochloride used in patients with malignant lymphomas
f the Hodgkin's and non-Hodgkin's varieties that have not

responded to standard treatment modalities. The drug has demon-

strated some etfectiveness in controlling lymphomas in a variety

f laboratory animals. It has been tested 1n Phase I trials in

nhumans, and its toxicities, including temporary bone marrow
suppression, nausea, emesis, alopecia, transient hypotension,

and pain at the injection site have been recognized., All patients
in this study will have met a number of pertormance and laboratory

eliginility criteria as listed in the protocol. Bisantrene
hydrochloride will be administered through the side tubing of

a freely flowing IV line in an amount determined by the patient's
body surface area. The treatments will be repeated at three

week lntervals, unless unusual toxicities are encountered, for a

minimum of two courses or until objective evidence of disease

progression 1s ascertained,

PROGRESS

(82 05 - 83 09Y) No patients registered on the protocol at MAMC,

STATUS @ ()
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FITLE:  SWOG 8117 Evaloation of Bisantrene Hydrochloride
Retractory oviaritan Cancer, bPhase 11

PRINCIPAL INVESTIGATOR: LIC James b, Conjydon, MC
PROFESSTONAL ASSISTANTS: COL Friedrich H, Stutz, MC

LTC lrwin B. Dahe, MC

M1AJ Thomas M, Baker, ™MC

MAT Alfred H. Chan, MC

MAJ lauren K. Colman, MC
MA T Howard Davidson, MC

WORK UNLIT NO: 82744

THECHNICAL OBJECTIVE

To determine the response rate and response duration of refractory
ovarian cancer treated with bisintrene hydrochloride used in a
single dose, every-three-week schedule; to define the qualitative
and fjuantitative toxicities ot bDilsantrene administered in a

Phase Il study.

e e e

METHCD

This is a Phase Il <linical trial evaluating a new chemotherapy
agent, bisantrene hydrochloride, in the treatment of refractory
ovarian carcinoma. Bisantrene is one of a series of new synthetic
anticancer drugs in the hydrazone class which have demonstrated
some in vitro activity in cell culture work against ovarian
carcinoma as well as some in vivo etficacy in human volunteers,
The clinical toxicities have been delineated in Phase 1 trials

and inc-lude transient myelo suppression, nausca, emesls, transient
alopecia, transient mild hypotension, and local superficial
ulceration ot the skin with extravasation of the drug at the IV
site. The exact dosage of bisantrene that the patient will receive
depends on several factors including the patient's height, body
weight, and performance standards on several laboratory tests
which evaluate bone marrow, hepatic, and renal function. The

drug will be administered, dissolved in 500 cc of dextrose in
water solution, through a freely ftflowing IV line over two hours.
Unless unusual toxicities are encountered, the treatments will

be repeated at three week intervals, for a minimum of two cycles
or until objective evidence ot disease progression 1s ascertained.

o e - e e —

PROGRESS

(82 10 - 83 09) One patient was entered but not started on the
drug becausc of rapidly worseninyg complications of disease.

STATUS (0)




'.Illlllll-llllIIlllIIIlIIIllllIllllllIlllIllllIIl----L . - !’

S st ot st rene ilydrochloride in
My Lot Melanoena, bPnase 1]
N LY tames B Congdon, MC

CANTR: Col Friedrich H. Stutz, MC
LIC 1lrwin B. babe, MC
MAJ Thomas M, Baker, MC {
MAT Alftred H. Chan, MC i
\ MAJ Lauren K. Colman, MC
| MAJ Howard Davidson, MC

woeR NI N #2750

THCHNICAL OBJECTIVE

s ddetermine the response rate and response duration of malignant
me Lanoma treated with bisantrene hydrochloride used in a single

. vvery-three-week schedule; to define the qualitative and
prantitative toxicities of bisantrene administered in a Phase 11
srudy,

4y

This !s 31 Phase [1 clinical trial evaluating a new chemotherapy
agyent, bisantrene hydrochloride, 1n the treatment of malignant
melanoma which has become retractory to standard treatment
modalities. This druy has demonstrated some effectiveness in
controlling malijnant melanoma neoplasms in cell cultures and in
a varlety of laboratory animals. The drug has been tested in
Phase I clinical trials in human beings and its toxicities,
including temporary bone marrow suppression, rnausea, . ‘esis,
alopecia, mild hypotension, and pain at the injection site, have
been recognized., All patients entered into the study will have
m2t a number of performance and laboratory eligibility criteria
as outlined in the protocol. Bisantrene hydrocholride will be
administered through the side tubing of a freely flowing IV line
in an amount determined by the patient's body surface area.
iimless unusual toxicities are encountered, the treatments will
be repeated at three week intervals, tor a minimum of two cycles
or until objective evidence of disease progression is ascertained,

PROGRESS

(82 05 - 83 09) No patients registered on the protocol at MAMC,

STATUS: (0)




TITLE: SWOG 8ll9: kvaluation ot Bisantrene Hydrochloride in
Hepatoma, Phas. 11

PRINCIPAL INVESTIGATOK: LTC James E. Congdon, MC

PROFESSIONAL ASSISTANTS: (COL Friedrich H, stutz, MC
LTC lrwin B. Dabe, MC
MAJ Thomas M. Raker, MC
MAJ Alfred H, Chan, MC
MA lauren K. Colman, MC
MAJ Howard Davidson, MC

WORK UNIT NO): 8251

TECHNICAL OBJECTIVE

To determine the response rate and response duration of hepatomas
treated with bisantrene hydrochlortide used in a single dose,
every-three-week schedule; to define the qualitative and quanti-
tative toxicities of bisantrene administered in a Phase 11 study.

METHOD

This is a Phase 1@ clinical trial evaluating a new chemotherapy
agent, bisantrene hydrochloride, in the treatment of malignant
primary carcinoma of the liver. The patients will have all failed
on prior standard treatments including surgery, radiation therapy,
and chemotherapy. This drug has demonstrated some effectiveness
in controlling primary liver cancer in a variety of laboratory
animals. The drug has been tested in Phase I clinical trials

in human beings and its toxicities, including temporary nausea,
emesis, alopecia, transient mild hypotension, transient mild
myelosuppression, and localized pain at the injection site, have
been recognized. All patients entered into the study will have
met a number of performance and laboratory eligibility criteria

as outlined in the protocol., Bisantrene hydrocholride will be
administered through the side tubing of a freely flowing IV line
in an amount determined by the patient's body surface area.

Unless unusual toxicities are encountered, the treatments will

be repeated at three week intervals, for a minimum of two cycles
or until objective evidence of disease progression is ascertained.

PROGRESS

(82 05 -~ 83 09) No patients registered on the protocol at MAMC.

STATUS: (0)




TITLE: SWOG 8120: Evaluation of Bisantrene Hydrochloride in
Gastric Carcinoma, Phase 11

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

~
Lz. U .

PROFESSTONAL ASSISTANTS: COL Friedrich H, Stutz, MC
LTC Irwin B, Dape, MC
MAJ Thomas M, Baker, MC
MAJ Alfred H, Chan, MC
MAJ Lauren K., Colman, MC
MAJ Howard Davidson, MC

WORK UNIT NO: 382/52

e N A iﬁ!k\t.<'

TECHNICAL OBJECTIVE

To determine the response rate, response duration, and survival
of gastric carcinoma treated with bisantrene hydrochloride used
in a single dose, every-three-week schedule; to define the gaul-
itative and guantitative toxicities of bisantrene administered

METHOD

This is a Phase II clinical trial evaluating a new chemotherapy
fgent, bisantrene hydrochloride, in the treatment of malignant
primary ygastric carcinoma. The patients will have all failed

on prior standard treatments including surgery and standard
chemotherapy agents. This drug has demonstrated some effective-
ness in controlling the growth of primary gastric carcinomas in
cell culture work and moderate effectiveness in several laboratory
animals. The druy has been tested in Phase 1 clinical trials in
human beings and its toxicities, including temporary nausea,
emesis, alopecia, transient mild hypotension, transient mild
myelosuppression, and localized pain at the injection site, have
been recognized. All patients entered into the study will have
met a number of performance and laboratory eligibility criteria
as outlined in the protocol. Bisantrene hydrocholride will be
administered through the side tubing of a freely flowing IV line
in an amount determined by the patient's body surface area as
well as the patient's overall performance status. Unless unusual
toxicities are encountered, the treatments will be repeated at
three week intervals, for a minimum of two cycles or until
objective evidence of disease progression is ascertained,

PROGRESS

{82 10 - 83 09) One patient was entered 1n FY 83, The patient

had nausea and vomiting after each of three courses. The

nausea and vomiting were severe enough after the second course to
admit the patient for hydration and parenteral anti-emetic regimen,
It 1s too early to draw any conclusions regarding this regimen.

STATUS ¢ (D)




TITLE: SWOG 8203/04: Randomized Comparison ot Adriamycin,
Mitoxantrone, and HBisantrene in Patients with Metastatic
Breast Cancer Not Previously Exposed to Intercalating
Chemotherapy, Phase 111

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

PROFESSIONAL ASSISTANTS: COL fFriedrich H. sStutz, MC
LTC lrwin B, Dabe, MC
MAJ Thomas M. Baker, M(
MAJ Alfred H, Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC

WORK UNIT NO: 83/13

TECHNICAL OBJECTIVES

To determine the comparative response rate, duration of response,
and survival of equimyelosuppressive doses of Adriamycin, Mitoxan-
trone, and Bisantrene as single agents in breast cancer patients,
not previously exposed to an intercalating agent, using a single
dose, every-three-week schedule; to determine the salvage response
rate of these agents in breast cancer patients failing one of these
three ayents; to assess the cardiotoxicity of these aygyents as
determined by history, physical examination, and measurement of
the left ventricular ejection fraction; to compare the relative
noncardiac toxicities of these agents; to prospectively evaluate
the "» »"trnn effects of these drugs in the cloniny assay and
correlate them with “» »7»5 activity in those patients with
biopsiable disease; and to measure the peak plasma levels of

each druy and correlate the levels with response and toxicity.

METHOD

Patients will be randomized to receive equivalent doses of either
Adriamycin, Metoxantrone or Bisantrene intravenously once every

3 weeks as an out patient. The medicine will be continued until
evidence of disease progression is noted or until maximum allowed
dose of Adriamycin is achieved. Freyguent studies including blood
tests, x-rays and nuclear medicine scans will be performed on these
patients in order to determine response to the treatment and spot
early toxicities. At the first sign of documented disease pro-
Jression, the patient will he re-randomized to receive one of

the two other agents.

PROGRES S
(82 11 - 83 09) Two patients have been entered on the protocol,
The patient who received Bisantrene had immediate local erythema
with tirst course qgiven via peripheral vein. She has also had

leukopentia,

STATUS ¢ (0)
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TITLE: SWOG 8206: Evaluationn of Aclacinomycin A iIn Colorectal v
Carcinoma, Phase 11

PRINCIPAL INVESTIGATOR: LTC James F, Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H, Stutz, MC
LTC Irwin B. Dbabe, MC

MAJ Thomas M. Raker, MC

MAJ Alfred H. Chan, MC

MAJ Howard Davidson, MC

MAJ Timothy J. O'Rourke, MC

WORK UNIT NO: 82/70

TECHNICAL OBJECTIVE

To determine the antitumor activity of aclacinomycin A in
previously untreated patients with colorectal carcinoma by
determination of the response rate and remission duration of two
dosage schedules: a single dose, every-three-week schedule and a 3
weekly dosage schedule for four weeks out of six; and to further
agefine the qualitative and guantitative toxicities of this druy
for each of the two dosage schedules in a phase 11 study.

METHOD

This is a phase I1 study designed to determine the efficacy of

a new agent, aclacinomycin A, in the treatment of disseminated
or recurrent colon carcinoma. Aclacinomycin A is in the
anthracycline derivative class of chemotherapeutic aygents.

It has seen limited in vitro and in vivo trials but has demon-
strated activity in a number of hematologic and solid tumors,.
Aclacinomycin A will be given by IV infusion on one of two
treatment schedules: either weekly (65 mg/MZ) for four weeks
tollowed by a two-week rest period or once every three weeks
(100 mg/M2) for two cycles. At the end of the initial treat-
ment phase, a repeat metastatic evaluation will be pertormed
and, if there is evidence ot rumor response, the treatments will
continue. Treatment will be terminated at the first evidence of
tumor progression or withdrawal ot patient's permission,

PROGRESS

(82 10 - B3 09) No responses were observed in the five patients
: at MAMC nor any ot the 80 patients entered group-wide. Aclacino-
! mycin A, ygiven either 100 mgy/MZ once every three weeks or as

65 mg/Mz weekly x 4 then 2 weeks rest, was without activity in
colorectal carcinoma.

. STATUS : ()




TITLE: SWOG 8207: AZQ in Advanced Renal Cell Carcinoma,
Phase 11

PRINCIPAL INVESTIGATOR: LTC James E., Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Trwin B. Dabe, MC
MAJ Thomas M. Baker, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC

WORK INIT NO: 82/71

TECHNICAL OBJECTIVE

To determine the response rate and duration of response in
patients with advanced renal cell carcinoma treated with AZQ
{aziridinylbenzoquinone) used in a single dose, every-three-ween
schedule; and to define the gualitative and quantitative
toxicities of AZQ administered in a phase II study.

METHOD
This is a phase II study designed to determine the efficacy of a

new aygent, AZQ, in the treatment of advanced renal cell carcinoma,
It has shown promising in vitro and in vivo efficacy in a number

?‘-&“;_. —

of adenocarcinomas including renal cell carcinoma.
will be given through the side tubing of a freely
every 3 weeks (good risk: 40 mg/M2, poor risk: 30

treatments will be continued on a 3-week basis as
is objective evidence of disease stabilization or

or 1f there is objective evidence of disease progr

PROGRESS

(82 09 - 83 09) No patients registered at MAMC.
institutions severe granulocytopenia and life-thre
thrombocytopenia were observed. This protocol was
rarily closed and then reopened in an amended torm
of these complications,

STATHS : (0)
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[ Y o SWOIG AT s Fvalaatioan of - Drammine trebhboropbat s
N Disseminated Gastrre Adenocarcinomas, PhHase [

PRINCIPAL INVESTTGATORS LI Tames B, Congdon, MC

PROFESSTONAL ASSISTANTS: (Ol Friedrich H., tatz, MC
LTC lrwln K. Dabe, ™Mo
MAJ Thomas M. Baker, Mo
MAJ Altred H. Chan, ™M
MA.] Howard bavidson, MO
MAJ Timothy J. O'Rourke, MO

WORK TINIT NO., 83/43

TECHNICAL OBJECTIVES

TH test the respomse rate of cis-diamminedicnloroplatinum (DDP)

in patients with disseminated and measurable adenocarcinoma of

the stomach who are previously untreated, and to test the response
rate of DDP in patients with disseminated adenocarcinoma of the
stomach who have previously been treated with 5-fluorouracil,
Adriamycin, and mitomycin-C (5-FAM) chemotherapy.

METHOD

Patients will be admitted to the hospital on a once every three
weeks basis for overnight chemotherapy infusion. DDP will be
given in a dose based on the patient's body height and weight.
Treatment will continue on a once every three weeks basis for

a minimum of one year or until evidence of objective disease
progression has been determined.

PROGRESS

(83 03 - 83 09) No patients entered at MAMC.

STATUS: (0O)




LITLE s Swons 4215 comparison ot Combination Chemotlierapy with
Vb-16 and Cirs-Platinum vs BCNU, Thiotepa, Vincristine,
id Cyclophosphamide 1n Patients with Small Cell
Carcinoma ot the Lung Who Have Falled or Relapsed Primary
Chemotherapy, Phase 111

PRINCIPAL [NVESTIGATOR: MAJ Thomas M., Baker, MC

PROFESSTONAL ASSISPANTS: COL Friedrich H. Stutz, MC ’A
LTC James B, Congdon, MC L
LTC I[rwin B. babe, MC ;
MAJ Alfred H., Chan, MC
MAJ Howard Davidson, MC
MAJ Manuel J. Martinez, MC
MAJ Timothy J. O'Rourke, MC

WORK UUNIT NO: 83/67

TECHNICAL OBJECTIVES

diamminedichloroptinum (Cis-platinum) in the treatment of patients

with small cell carcinoma of the lung who have failed or relapsed

on firstline treatment protocols; and through a randomized trial, P
to compare the remission rate, duration of remission and toxicity ;

To comfirm the efficacy of combination VP-16-213 (VP-16) and Cis- {

between the combination of VP-16 plus Cis-platinum and the combi-
nation of bis-chloroethylnitrosourea (BCNU), triethylenethiophos-
phoramide (Thiotepa), Vincristine (Oncovin), and Cyclophosphamide
(Cytoxan) in the same Jroup of patients.

METHOD
Patients will be randomized to either one of two treatments,

Arm I (BCNU, Thiotepa, Vincristine, and Cyclophosphamide): Both
good and poor risk patients will receive Vincristine, 2 mg,
Thiotepa, 20 my/M2, Cyclophosphamide, 500 mg/M2, and BCNU, 100
my/M2, IV on days 1, 21, and 42. This therapy will be repeated
every three wecks unti progresion of disease occurs,

Arm [[ (VP-16 and Cis-Platinum): Good risk patients will receive
VP-16, 125 my/M2, 1V, days 1, 3, and 4 and Cis-Platinum 75 mj M2,
IV, day 2. For Poor risk patients, the dosajes will be reduced
to 100 mgM2 and 50 mjy/M2, Chemotherapy with VP-16 and Cis-pla-
tinum will be reprated every tour weeks until progresion sHoours,

(83 07 - 83 09) oOne patient was entered and expired atter <soverg
weeks ot therapy.

STATIS (0))
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TITLE: SWOG 8217: Evaluation of Spiroygermanium (NSC=-192965) in
Ademocarcinoma of the Prostate, Phase 11

PRINCIPAL INVESTIGATOR: LTC James FE., Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC I[rwin B. Dabe, MC
MAJ Thomas M. Baker, MC ,
MAJ Alfred H. Chan, MC ~
MAJ Howard Davidson, MC i
MAJ Timothy J. O'Rourke, MC i

WORK UNIT #83/44

TECHNICAL OBJECTIVE

To determine the response rate and remission duration of adeno-

carcinoma of the prostate when treated with Spirogermanium used

as a 60 minute infusion in a three times weekly schedule, and

to define the gualitative and quantitative toxicities of Spiro-

Jermanium administered in a Phase II study. t

Fatlients will receive a dose of spirogermanium based upon their
nody height and weight, given IV on an outpatient basis, three
times a week. This treatment regimen will continue for a period
of one year, until unusual side effects develop, or until evidence
of objective discase progression is noted.

METHOD 3
]
|

PROGRESS

{83 02 - 33 09) One patient has been entered., 1t 1s too
early to make conclusions,

STATUS ¢ ()




FITLE: SWOG 8213 - Evaluation ot Spirogermanium (NSC-192965)
in Renal Cell Carcinoma, Phase 11

PRINCIPAL INVESTIGATOR: LTC James E. Conygdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Thomas M. Baker, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC

WORK UNIT NO: 813/54

TECHNICAL OBJECTIVES

To determine the response rate and remission ot renal cell
carcinoma when treated with spirogermanium used as a 60 minute
infusinn in a three times weekly schedule, and to define the
qualitative and gquantitati.o toxicites ot splrogermanium
administered in a Phase 11 study.

’ﬂ:[;H() 9]

Flginle patients will e treateda at a Jdose ot 80 my/M2,1V, three
times a week., The dosage will e slowly escalate! with weekly
increments of 10 mj'M2 to 3 total of 120 mg/M2., The medicine
will be continued on a three times a week basis until there is
evidence Ht complet rumor remission or objective evidence of
disease progression,

PROGRESS

(83 03 - B3 DOy NO patients entered at MAMC.

STAT!S: (i)}
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VFITLE:  Swos 8219: bBvaluation ot Combined or Sequent ial
Chemo=tndocriae Therapy in the Treatment of Advance:
Adenocarcinomg or the Prostate, Phase 111

PRUINCTIPAL INVESTIGATOR LEC tames L Congdon, MO

PROFESSTONAT ASSTSTANTS s COL Friedricth . stut vz, MO
LI'C Irwin B, Dabe, MO
MA Thomas M. Baker, MC
MAJ Altred H. Chan, MO
MAT Hloward Dhavidson, MO
MAT Timothy J., o'Roayee, MO

WORK UNTT No: B3o6U

TECHNICAL OBJECTIVE

Lo compare the ot lcacy of thne Sequent 1al ase o endocryine Lhetapy
thllowed at thne time ot progression by oytotoxlo chemotiverapy
{Adriamycin and cyclophosphanide) versas the combination ot
crrfocrine therapy and chemotherapy in the treatment ot v ance
adenocarcinoma ot the prostate Dy o detorminat gon o e s e

rate, responsce turation, and duration oot survieal

METHOD

Patients will be stratitied as to the type of endoorioe ey gy

[ reniectomy or diethylstilbestrol [DESH)Y, perbormance status,

ind jood risk or poor risk. Patients will De ranaomizea to
elther Arm [ (endocrine therapy foll -wd at the time of progression
Dy chemotheraspy with cyclophosphamide and Adrizayoind) ovr Arm 1]
fendocrine therapy combined with cyclophosphamice and Asriamycin
Deginning twe weeks atter the orchlectomy or tive anitiation of
OES ., Endocrine tnerapy tor both arms will conaist ot a dilateral
archiectomy or, it the paticent rotuses surgery, dlethylstilbestorol,
Loy po tailode Good risk paticonts on both arms will receive
wiriamyocin, 30 mg/’\’l), v, day 1, and cyclophosphade, 650 my ”\4245
[V, day 1. Poor risk patients will receive adriamycin 20 my M«
and cyclophosphamide »00 miM2 . Courses will be repeated every

21 dayse A minimum ot two cycles will be considerved an ade jaat.e
t-1al. when o total ot 30U m\;/M‘)‘ adriamycin 1n good sk or

200 my M2 in poor riask patients has been given, 1t will be e
continued and cyclophosphamide will be given alone at a doae o
1000 mg/M (gqood risk) or 750 mg/M,y (poor risk) every tlhree weeks,
Cyclophosphamide will be discontined in patients who arc in
complete or partial remission or who have stable disceasce after

e year ot chemotherapy. Patients with projressive trscase
atier the sequential or combined chemo-endocrine therapy will e
treated on another protocol,

PROGRESS

(33 0d - 83 g9 Nov entries it MAaMe,

=TATLS: i)




TITLE: SWOG 8228 - (orrelation Between Progesterone Receptor and
Response to Tamoxifen in Patients with Newly Diagnosed
Breast Disease, Phase 11

PRINCIPAL INVESTIGATOR: LTC James b, Congdon, MC

PROFESSTONAL ASSISTANTS: COL Friedrich H., Stutz, MC
LTC lrwin B, pDabe, MC
MAJ Thomas M. Baker, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC

WORK UNIT NO: 83/55

I'HCHNICAL OBJECTIVE

To derermine the prognostic role of progestrone receptor in
patients with newly diagnosed metastatic breast disease by
correlating progesterone receptor levels with objective response
rates in women treated with tamoxifen,

METHOD

ER+, non-pregnant female patients with new metastatic breast
carcinoma are eliginle. Pateints who have received prior hor-
monal adjuvant therapy are elljible provided that they have not
failed during therapy and the therapy has been stopped for at
least three months, Patlents with adjuvant chemotherapy alone
are eligible. Patients with massive liver involvement are not
eligipble.

Tamoxifen, 10 mg po, twice daily, will be given alone until thereu
is documented progression of the disease., Clear cut re.ponse may
not De observed until 6-12 weeks of tamoxifen therapy. Therefore,
therapy will not be discontinued unless there is evidence »f
disease progression at tour weeks or unsatisfactory stable disease

after Qiqht weekc) ()f th&’[’apy,

PROGRESS

(83 03 - 83 09) No entries at MAMC,

STATIS : (0)
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PiThe: NOG s/ 30 Combaned Mot ity Therapy tor Maoltiple
Myeloma, VMCP=-VYBhAP for Remission nduction Therapy:
YMOP 4+ Levamlsole vs sequential Halft-dooy adiotherapy +
vincristine-Pre nilsone tor patitents Who Faill fto Achleve
Remlssion Starus with Chemottierapy Alone, Phase 111

PRINCIPAL [NVESTIGATOR: LU Tanes b, Congdon, MC

CHOFRESSTONAL ASSISTANTS: COL Fraiedrich H. Stutz, MC
LTC Trwin B, Dabe, MC
MAJ Thomas M, Baker, Mo
MAT Altred H, Chan, ™Mo
MAL Howarl havidisan, MO
MAJ Trmothy T, 0'Rodrke, MO

AR ONT T NO: 33761
TEUHNICAL OBJCTIVES

oo CompAre the ctlectliveness of two internmittent pulse schedules
1 tne chenotherapy combination of vincristine, melphalan, cyclo-
ohosphamide and prednisone (VMCP) + vincristine, BONU, ardlamycin
1ind prednisone (VBAP) (alternating versus syncopated) for induc-
rion ot remission 1n previously untreated patients with multiple
myeioma. Resulrs will also be compared with other combination
chemotherapy treatments In previous SWOG studies,  In patlents
sroaven tooachelve remilssion, to compare the value «f 12 monuns

+ chemo-immunotherapy mailntenance, VMCP + levamisole, versus a
consolidarion program conslisting of sequentilial half-noady raaio-
trerapy along with vinceristine and prednisone tollowed Ly unmaln-
fained remission,  In patients who only achieve improvement

to totermine shether segquential halfpoy radiotherapy alonyg

1t vineristine and prednisone will increase the remission

rate mrodetoraine whether seguential halt-body radiotherapy
31001 Wwith vineristine and prednisone can serve as an effective
farmoor Inauction therapy tor patients who tail to respond to
“henctherapy or sufter early relapse.

METHOD
Only patients with previously untreated multiple myeloma are
eliglinle. Patients will be stratitied as to tumar mass status
ind then randomized to induction therapy on Arm I (VMCP alternated
every threoe weeks with VBAP for a minimum ot 6 months to a maximum
toone year) or Arm IT (VMCP tor 3 cycles followed by 3 cycles of
VHAP . Bach course will be repeated every 3 weeks, Courses will
e repeated tor o aowinimum of v omonths to o a maximum ot one year).,
oo completion ot induction, patients with documented 75%
roegression with chemotherapy alone will be randomized to receive
Arm [T f9yMCP + lovamisole, repeated every tiaree weeks) or Arm IV
raeguential o halt -body radiotherapy and concomitant vincristine and
prednisone ), Patients who are partial responders (50-75% regres-
s on) or non-responders (<50% or ecarly rel.

123

ipse) following induction
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SWOG 8229/30 - Congdon i

therapy will receive Arm V (sequential halt-body radiotherapy

and concomitant vincristine and prednisone for six weeks). i
PROGRESS

(83 U4 - 33 09) One patient has bheen entered. Adverse reactions 44

aated 1ol ade neutropenia (mild), one episode of diaphoresis, A

cnills, ani Jittery feeling during RCNU, and cutaneous disseminated P

Merpes zo st or which was resolved without problem, )

SAD - o
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TIULE:  SWOG 8231: Chemotherapy of Extragonadil Germinal Cell
Neonl vsms, Phase 111 !

PRINCIPAL INVESTIGATOR: MAJ Howard Davidson, MC

PROFESSTONAL ASSISTANIS: COL Friedrich H. Stutz, MC
LTC William Belville, MC
LTC Irwin B, Dabe, MC
MAJ Thomas M, Baker, MC ¥
MAJ Alfred H. Chan, MC
MAJ Timothy J. O'Rourke, MC
CPT Michael Stocne, MC

~

v'ORK UNIT NO: 83/638

TECHNICAL OBJECTIVES

To determine the etfectiveness of alternating combination chemo-
therapy consisting of VBP (vinblastine, bleomycin and cis-platinum)
and FBAP (bleomycin, adriamycin, cis-platinum and VP-16) in
patients with metastic germinal cell neoplasms arising in extra-
gonadal sites; to Jdetermine the overall toxicity of the alternating
combination ot VBP and EBAP; to determine the role of surgical
removal of residual disease tollowing this drug combination in
partially responding patients; to compare the response rates
cbserved in this study with those reported by other invetigators.

METHOD

This study will utilize alternating combination chemotherapy,
with first and third cycles consisting of VBP and the second and
tourth cycles consisting of EBAP. There are reduced "poor risk"
Jdoses for patients who are over 65 or have neutropenia, thrombo-
cytopenia, markedly abnormal liver function, or prior radiation
therapy.

Following completion of the four cycles, those patients with a
complete response will be observed; those with stable disease,
minimal response, or partial response will have surgical resection

of residual disease, if possible, followed by 2 more cycles of
chemotherapy 1f malignant tumor is found at surgery.

PROGRFC

(83 07 - 83 09) No entries at MAMC.

>TATUS: (0)
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TITLE: SWOG 8232: Treatment of Limited Small Cell Lung Cancer
with VP-16/Cis-Platinum Alternating with Vincristine/
Adriamycin/Cyclophosphamide and Radiation Therapy versus
Concurrent VP-le/Vincristine/Adriamycin/Cyclophosphamide
and Radiation Therapy, Phase 111

PRINCIPAL INVESTIGATOR: LTC James F, Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H., Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Thomas M, Baker, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MaJ Timothy J. O'Rourke, MC

WORK UNIT NO: 83/45

TECHNICAL ORJECTIVES

To compare the efficacy of alternating non-cross-resistant,
multidrug regimens with concurrent combination chemotherapy as
remission induction in patients with limited small cell luny
carcinoma and to determine the toxicity of these treatment programs.

METHOD

After appropriate laboratory tests to determine that the patient
has limited disease, the patient will be randomized to one of two
treatment arms: ARM 1 - includes 4 agents, VP-16, vincristine,
adriamycin and cyclophosphamide. These agents will be given 1V
every 3 weeks for a total of 6 courses. ARM 2 - consists of

VP-16 and cis-platinum alternating every 3 weeks with vincristine,
adriamycin, and cyclophosphamide. Thesc regimens will be re;eated
for a total of 6 treatments or 3 treatments of each group of
drugs. At the end of 6 cycles of therapy, the patilents will be
restaged. For those patients with no evidence of disease remaining
or those who have had a larje decrease in the size of their tumor
with only residual tumor remaining in the chest will receive
radiation thearpy to mediastinal and hilar reyions and prophy-
lactic whole brain radiation therapy. At the completion of this
phase of treatment, the patients will receive 6 more cycles of

the same chemotherapy regimen that they received prior to radia-
tion therapy.

PROGRESS

{83 02 ~ 83 09) One patient has been entered at MAMC. In
patients treated group-wide severe and life-threateningy ygyranulo-
cytopenia has been observed. However, a high response rate is
being seen with both regimens. No survival data is available at
this time.

STATUS ¢ (r)

™
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PLTLE:  SWOG 8237: Evaluation of Continuous Infusion Vinblastine
Sulfate in Pancreatic Adenocarcinoma, Phase 11

PRINCIPAL INVESTLIGATOR: MAJ Thomas M, Baker, MC

FROFESSTONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B, Dabe, MC
MAJ Alfred H, Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MU
CPT Michael D. Stone, MC

WORK UNLIT NO: 83/72

TECHNICAL OBJECTIVE

1> determine the clinical response rate of a five-day continous
infusion of vinblastine sultate in pancreatic adenocarcinoma,

METHOD

Patients will be treated with vinblastine sulfate at a starting
dose of 1.4 mg/M2/day by continuous infusion for five days.
Vinblastine sulfate will be repeated every three weeks provided
granulocyte and platelet counts are satisfactory. 1If the coutns
do not recover until four weeks, the chemotherapy will be jiven
on a four week cycle at the same dose. 1If the counts have not
recovered within four weeks, vinblastine sulfate will be given at
a one dose level of reduction when the counts have recovered,
Therapy will be continued as long as there is stable disease,
partial response, or complete response and acceptable clinical
toxicity. An adequate trial will be defined as two cycles of
continuous infusion vinblastine therapy.

PROGRESS

(83 08 - 83 09) No entries at MAMC.

STATUS: (0)
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TITLE: SWOG 8241: Treatment for Advanced Non-Small Cell Lung
Cancer: PVp Versus PVpM Versus PVe Verrsus PVeMi Versus
FOM1/CAP, Phase 111

PRINCIPAL INVESTIGATOR: LTC James k., Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B, Dabe, MC
MAJ Thomas M., Baker, MC
MAJ Alfred H. Chan, M(C
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC

WORK UNIT NO: 83/46

TECHNICAL OBJECTIVES

To directly compare the efficacy and *oxicity of cis-platinum plus
VP-16 (PVp) versus cis-platinum plus vinblastine (PVe) in patients
with advanced non-small cell lunyg cancer; to compare the response
rate, response duration, survival, and toxicity of PVp to cis-
platinum plus VP-16 plus MGBM (PVpM); to compare the response
rate, response duration, survival and toxicity of PVe to cis-
platinum plus vinblastine plus Mitomycin-C (PVeMi); to re-evaluate
and compare the activity of FOMi/CAP to PVp, PVpM, PVe and PVeMi
using a five arm, randomized study design; to evaluate differences
in response rates amonyg patients with squamous cell carcinoma,
adenocarcinoma or large cell undifterentiated carcinoma of the lung.

METHOD

After adequate laboratory tests to determine extent of disease,
patients will be randomized to 1 of 5 treatment arms, ARM 1
consists of cis-platinum plus VvP~-16 every 4 weeks for 3 courses,
then every 6 weeks thereafter. ARM 2 consists of cis-platium

plus VP-16 plus MGBG to be repeated at 4 weeks times 2 cycles and
thereafter every 6 weeks. ARM 3 consists of cis-platinum and
vinblastine to be repeated every 7 weeks. ARM 4 consists of
cis-platinum plus mitomycin C to be repeated every 7 weeks .

ARM 5 consists of 6 drugs on an alternating schedule, 5-flurouracil
plus vincristine, plus mitomycin C will be alternated every 4 weeks
with cyclophosphamide plus adriamycin, plus cis-platinum. These
complete cycles will be repeated every 8 weeks. Treatment of

all 5 ARMS may be discontinued after 12 months in patients achieving
a complete remission status, The patients will be removed from

the study at the first objective evidence ot disease proyression.

PROGRESS

(83 02 - 83 09) Four patients were entered with no severe
side effects,

STATUS ¢ (0)
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TITLE: SWOG 8272: Treatment of Primary Hrain Tumors with
Adjuvant Chemotherapy and Radiation Therapy Utilizing
Intra-Arterial Cis-Platinum and CCNU, Phase I-11, Pilot

B i e

ERINCIPAL INVESTIGATOR: MAJ Howard Davidson, MC

LRI U=y

PROFESSIONAL ASSISTANTS: COL Friedrich H., Stutz, MC
LTC Irwin B. Dabe, MC
LTC E. Neal Gunby, MC
MAJ Thomas M. Baker, MC
MAJ Alfred H., Chan, MC
MAJ Timothy J. O'Rourke, MC
CPT Michael Stone, MC

WORK UNIT NO: 83/69

TECHNICAL OBJECTIVES

To determine whether the severe or worse toxiclty rate of the
proposed therapy (surgery plus radiation therapy plus CCNU plus
intra-arterial cis-platinum) is "acceptable” (1i.e., 1% or less)
or "not acceptable" (i.e., 15% or more) in patients with
malignant gliomas of the brain and to estimate rates (e.g., siX
month survival rate, response rate, etc.) with a standard error
no more than 10%, I

o selNALAN

METHOD

Treatment consists of intra-arterial cis-platinum starting within
four weeks of craniotomy., Three to five days later, radiotherapy
will be started (5580 rads over 6 to 7 weeks) and oral CCNU will
be given daily for 2 days, every 6 weeks tor up to one year.
Cis-platinum will be repeated once on day 28 of radiotherapy. !

PROGRESS

(83 07 - 83 09) No entries at MAMC. Of 22 patients entered
group-wide, two patients with large residual tumors post-
oneratively experienced expressive aplasia and hemiparesis
post-infusion and one patient had transient exacerbation of
focal seizures,

STATUS: (C)
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TITLE: SWOG 8294 - Evaluation of Adjuvant Therapy and Biological
Parameters in Node Negative Operable Female Breast Cancer
(ECOG, EST-1180), Intergroup Study

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

PROFESSTONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Thomas M., Baker, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy 1. O'Rourke, MC

WORK UNIT NO: 833/56

TECHNICAL OBJECTIVES

To assess the impact of short-term intensive chemotherapy with
CMEP to prevent disease recurrence and prolonyg survival in node ©
negative patients with any size estrogen receptor negative tumors y
and node negative patients with estrogen receptor positive tumors
whose pathological size is greater >3 cm; to assess the impact of
surgical procedure, estrogen receptor status, menopausal status

and tumor size; to develop guidelines referable to hispathological
features of node negative tumors which are reporducible and to
assess thelr prognostic impact for disease~free survival and
survival; to assess the value to CEA in predicting recurrence

and survival rates; to assess the natural history of a subgroup
with node negative, estrogen receptor positive small tumors (3 cm).

o -

METHOD

Patients will have laboratory evaluations to ensure that there i
is no evidence of disseminated disease. They will be stratified
into a number of treatment groups based on the site of tumor,
estrogen receptor status, age, and menopausal status. Patients
with primary tumors less than 3 c¢cms in diameter who are estrogen
receptor positive will be followed by close observation only to
determine the natural history of their tumor. All other patients
who have a somewhat greater likelihood of relapse will be random-
ized to receive either close observation only or 6 cycles of
systemic chemotherapy. The chemotherapy will consist of 4 agents:
cyclophosphamide, methotrexate, S5-tluorouracil, and prednisone
given for six 28 day cycles. The dosage of the individual agents
will be determined by body height and weight.

PROGRESS
(83 03 - 83 09) One patient has been entered in the observation

only group. i

STATUS: (0)

i
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TITLE: SWOG 8304 Phase T1I kvaluation of L-Alanosine in
Metastatic Carcinoma of the Breast

FRINCIPAL INVESTLGATOR: MAJ Thomas M. Baker, MC

PROFESSIONAL ASSISTANTS: COL Friedricnh H. sStutz, MC
LTC lrwin B. Dabe, MC
MaAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC
CPT Michael D. Stone, MC

WORK UNIT NO: 83/73

TECHNICAL OBJECTIVES

To determine the antitumor activity as determined by response

rate and duration of response of L-alanosine used on a three

day, every threc¢ week schedule in patients with metastatic
carcinoma of the breast who have failed on standara therapy

ard to determine the nature and degree of toxicity of L-alanosine.

METHOD

Fatients will be stratified as to prior chemotherapy (minimal or
extensive). L-alanosine will be given at a dose of 250 mg/M2/day.
Courses of therapy will be repeated at three week intervals,

An adequate trial of therapy 1s defined as twe courses of therapy
(six weeks) with follow-up tumor measurement or progression after
one course of therapy. Therapy will be continued until progres-
sion of disease, relapse after attainment of remission, or
unacceptable toxicity.

PROGRESS

(33 08 - 83 09) No entries at MAMC.

STATUS: (0)
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APPENDIX |
GUIDING PRINCIPLES OF THE CARE AND 1S OF ANTMALS

Approved by the
Council of the American Physiological Society

Only animals that are lawfully acquired shall be used 1n this
laboratory, and their retention and usc shall be in every case
in strict compliance with state and local laws and regulations,

Animals in the laboratory must receive every consideration for
thelr bodily comtort; they must be kindly treated, properly fed,
and thelr surroundinjs kept in a sanitary condition,

Appropriate anesthetics must be used to eliminate sensibility to
pain during operative procedures., Where recovery from anesthesia
1s necessary duringy the study, acceptable technic to minimize
pain must be followed. Curarizing agents are not anesthetics,
where the study does not require rvecovery from anesthesia, the
animal must be killed in a humane manner at the conclusion of

the observations.

The postoperative care ot animals shall be such as to minimize
discomfort and pailn and in any case shall be eguivalent to
accepted practices in schools of veterinary medicine,

when animals are used by students tor their education or the
advancement of science, such work shall be under the direct
supervision of an experienced teacher or investigator. The
rules tor the care of such animals must be the same as for

animals used for research,

MRS B _LCh




APPENDIX [ !
Recommoendat 1ons trom the bheclaration ot Helsine j
r,

I. Basic Principles

L. Clintcal rescarch must conform to the moral and scientif o
principles that justaty medical recearch and should be based on
laboratory and animal expoeriments or other scolentitaically
established facts,

2. Clinitcal recearceh shouald e conducted cnaly by
sclentitically cqumalitied persons and ander the supervis: n of a
gqualitied medical man,

3. Clinical rescarch cannoat legttrnaet el e crr lett aUE aneess
the importance of the objective 15 0 prop et o Che onhe e
1sk to the subject,

-

4. Fvery clinical research project shoul b e preceact by

t ) t b
caretul assessment ot 1nherent risks in comparison ot toreseeable
benetits to the subject or to others,

5. special caution should be exercisen by e doctoar an
pertorming clinical research 1n which the personality ot toe
subject is liable to he altered by drugs ot experinental procedure,

I1. (linical Research Combined with Profess) ral Care

1. In the treatment ot the sick person, the doctor must be
tree to use a new therapeutic measure, 1t in Sis judgment ot
ofters hope ot saving life, reestablishing health, or alleviating
suttering.

It 2t all possible, consiastont with patient psychology,
t e doctor should obtain the patient's treely given consent after
the patient has been jiven a tull explanation, In case »t legal
tncapacity, consent should also be procured trom the legal guardiang
in case of physical incapacity, the permission of the legal
Juardian replaces that of the patient,

2. The nature, the purpose, and the risk of clinical research
must be explained to the subject by the doctor,

3. a. Clintcal research on o haman being cannot be undertaken
withiout his free consent atter he has been intormed; 1f he is
legally incompetent , the consent ot the legjal guardian should be
pUrocured,

bho The <object ot clhinlteal research should be in such
mental, physitcal, and legal state as to be abile to exercise fully
his power ot chatoee,
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